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syndrome may be due to increased central noradrenergic activity or may be attributable to dopaminergic effects 

(ie, represent akathisia) 

Information for Patients—Patients should be instructed to inform their physician about any medications 

prescription or nonprescription, alcohol or drugs they are now taking or plan to take during treatment with bu- 

spirone; to inform their physician if they are pregnant, are planning to become pregnant, or become pregnant 

while taking buspirone; to inform their physician if they are breast feeding; and not to drive a car or operate po- 

tentially dangerous machinery until they experience how this medication affects them. 

Drug Interactions—Concomitant use with other CNS active drugs should be approached with caution (see 

Warnings). Concomitant use with trazodone may have caused 3- to 6-fold elevations on SGPT (ALT) ina few 

patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperidol con- 

centrations in normal volunteers. The clinica! significance is not clear. Buspirone does not displace tightly 

bound drugs like phenytoin, propranolol, and warfarin from serum proteins, but may displace less firmly 

bound drugs like digoxin. However, there was one report of prolonged prothrombin time when buspirone was 
iven to a patient also treated with warfarin, phenytoin, phenobarbital, digoxin, and Synthroid 
‘arcinogenesis, Mutagenesis, Impairment of Fertility—No evidence of carcinogenic potential was 

observed in rats or mice; buspirone did not induce point mutations, nor was DNA damage observed; chromo- 

somal aberrations or abnormalities did not occur. 

Pregnancy: Teratogenic Effects—Pregrancy Category B: Should be used during pregnancy only if 
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Nursing Mothers—Administration to nursing women should be avoided if clinically possible 
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receiving a total, modal daily dose of 15 mg 

Use in Patients with Impaired Hepatic or Renal Function—Since buspirone is metabolized by the 4 

liver and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment 

Adverse Reactions (See also Precautions): Commonly Observed—The more commonly observed 

untoward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, nausea, 

headache, nervousness, lightheadedness, anc excitement 

Associated with Discontinuation of Treatment—The more common events causing discontinuation in- 
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cluded: central nervous system disturbances (3.4%), primarily dizziness, insomnia, nervousness, drowsiness, 
lightheaded feeling; gastrointestinal disturbances (1.2%), ob ary nausea; miscellaneous disturbances 
(11%), primarily headache and fatigue. In addition, 3.4% of patients had multiple complaints, none of which 
could be characterized as pomar 
Incidence in Controlled Clinical Trials—Adverse events reported by 1% or more of 477 patients who re- 
ceived buspirone in four-week, controlled trials: Cardiovascular: Tachycardia/palpitations 1%. CNS: Dizziness 
12%, drowsiness 10%, nervousness 5%, insomnia 3%, lightheadedness 3%, decreased concentration 2%, 
excitement 2%, anger/hostility 2%, confusion 2%, depression 2%. EENT: Blurred vision 2%. Gastrointestinal: 
Nausea 8%, dry mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constipation 1%, vomiting 1%. Mus- 
culoskeletal: Musculoskeletal aches/pains 1%. Neurological: Numbness 2%, paresthesia 1%, incoordination 
1%, tremor 1%. Skin: Skin rash 1%. Miscellaneous: Headache 6%, fatigue 4%, weakness 2%, sweating/ 
clamminess 1%. 
Other Events Observed During the Entire Premarketing Evaluation—The relative frequency of all 
other undesirable events reasonably associated with the use of buspirone in approximately 3000 subjects who 
took multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as follows: 
Frequent are those occurring in at least 1100 patients; infrequent are those occurring in 1100 to 1/1000 patients; 
and rare are those occurring in less than 11000 patients. Cardiovascular—trequent: non-specitic chest pain: in- 
frequent: syncope, hypotension, hypertension; rare: cerebrovascular accident, congestive heart failure, myo- 
cardial infarction, cardiomyopathy, bradycardia. Central Nervous System—frequent: dream disturbances; 
infrequent: depersonalization, dysphoria, noise intolerance, euphoria, akathisia, fearfulness, loss of interest, 
dissociative reaction, hallucinations, suicidal ideation, seizures; rare: feelings of claustrophobia, cold intoler- 
ance, stupor, slurred speech, psychosis. FEN7—frequent: tinnitus, sore throat, nasal congestion; infrequent: 
fedness and itching of the eyes, altered taste, altered smell, conjunctivitis; rare: inner ear abnormality, eye pain, 
| photophobia, pressure on eyes, Endocrine—rare: galactorrhea, thyroid abnormality. Gastrointestinal— 
infrequent: flatulence, anorexia, increased appetite, salivation, irritable colon, rectal bleeding; rare: burning of 
the tongue. Genitourinary—intrequent: urinary frequency, urinary hesitancy, menstrual irregularity and spot- 
ting, dysuria; rare: amenorrhea, pelvic inflammatory disease, enuresis, nocturia. Musculoskeletal—intrequent: 
muscle cramps, muscle spasms, rigid/stiff muscles, arthralgias. Neurological —infrequent: involuntary move- 
ments, slowed reaction time; rare: muscle weakness. Respiratory—intrequent: hyperventilation, shortness of 
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breath, chest congestion; rare: epistaxis. Sexua/ Function—intrequent: decreased or increased libido; rare: de- 
layed ejaculation, impotence. Skin—intrequent: edema, paus, flushing, easy bruising, hair loss, dry skin, 
facial edema, blisters; rare: acne, thinning of nails. Clinical Laboratory—intrequent: increases in hepatic 
aminotransferases (SGOT, SGPT); rare: eosinophilia, Stopami, thrombocytopenia. Miscellaneous — 
infrequent: weight gain, tever, roaring sensation in the head, weight loss, malaise; rare: alcohol abuse, bleeding 
disturbance, loss of voice, hiccoughs. ' e 
Postintroduction Clinical Experience—Rare occurrences of allergic reactions, cogwheel rigidity, dys- 
tonic reactions, ecchymosis, emotional lability, tunnel vision, and urinary retention have been reported. Be- 
cause of the uncontrolled nature of these spontaneous reports, a causal relationship to BuSpar has not been 
determined. 

Drug Abuse and Dependence: Controlled Substance Class—Not a controlled substance. ; 
tren and Psychological Dependence—Buspirone has shown no potential for abuse or diversion 
and there is no evidence that it causes tolerance, or either physical or psychological dependence. However, 
since it is difficult to predict from experiments the extent to which a CNS-active drug will be misused, diverted, 
and/or abused once marketed, physicians should carefully evaluate patients for a history of drug abuse and fol- 
low such patients closely, observing them for signs of buspirone misuse or abuse (eg, development of toler- 
ance, incrementation of dose, drug-seeking behavior). 2 

Overdosage: Signs and Symptoms—A\ doses approaching 375 mg/day the following symptoms were 
observed: nausea, vomiting, dizziness, drowsiness, miosis, and gastric distress. No deaths have been reported 
in humans either with deliberate or accidental overdosage. f 

Recommended Overdose Treatment—General symptomatic and supportive measures should be used 
along with immediate gastric lavage. No specific antidote is known and dialyzability of buspirone has not been 
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(Adapted from DiMascio and Demirgian?.s) 


Forty-two psychotic male and female patients under age 55 were 
entered in this study on a nonblind basis, and randomly assigned to 
their regular medication or switched to thiothixene. Patients were 
evaluated at baseline and on a daily basis, and periodically rated on 
the Global Improvement and Brief Psychiatric Rating Scales. 
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(For further information about the description of tardive dyskinesia and its clinical detection, piease reter 
to Information for Patients in the Precautions section, and to the Adverse Reactions section.) 

Neuroleptic Malignant Syndrome (NMS)—A potentially fatal symptom complex sometimes referred to 
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs. Clin- 
ical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of auto- 
nomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythimas), 

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, itis 
important to identify cases where the clinical presentation includes both serious medical illness (e.g. preu- 
monia, systemic infection, etc.} and untreated or inadequately treated extrapyramidal signs and symptoms 
(EPS). Other important considerations in the differential diagnosis include central anticholinergic toxicity, 
heat stroke, drug fever and primary central nervous system (CNS) pathology. 

The management of NMS should include 1) immediate discontinuation of antipsychotic drugs and other 
drugs not essential to concurrent therapy, 2} intensive symptomatic treatment and medical monitoring, and 
3) treatment of any concomitant serious medical problems for which specific treatments are available, There 
is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS 

if a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction 
of drug therapy should be carefully considered. The patient should be carefully monitored, since recur- 
rences of NMS have been reported. 

Usage in Pregnancy-—-Sate use of Navane during pregnancy has not been established. Therefore, this 
drug should be given to pregnant patients only when, in the judgment of the physician, the expected benefits 
from the treatment exceed the possible risks to mother and fetus. Animal reproduction studies and clinical 
experience to date have not demonstrated any teratogenic effects 

In the animal reproduction studies with Navane, there was some decrease in conception rate and litter 
size, and an increase in resorption rate in rats and rabbits, changes which have been similarly reported with 
other peychiovopir agents. After repeated oral administration of Navane to rats (5 to 15 mg/kg/day}. rabbits 
(3 to 50 mg/kg/day), and monkeys (1 to 3 mg/kg/day) betore and during gestation, no teratogenic effects 
were seen, (See Precautions.) . 

Usage in Children—-The use of Navane in children under 12 years of age is not recommended because 
safety and efficacy in the pediatric age group have not been established. 

As is true with many CNS drugs, Navane may impair the mental and/or physical abilities required for the 
performance of potentially hazardous tasks such as driving a Car or operating machinery, especially during 
the first few days of therapy. Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting drugs, patients receiving Navane should be cautioned about the pos- 
sible additive effects (which may include hypotension) with CNS depressants and with alcohol 
Precautions: An antiemetic effect was observed in animai studies with Navane; since this effect may also 
occur in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

in consideration of the known capability of Navane and certain other psychotropic drugs to precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive disorders or those in 
a state of alcoho! withdrawal since it may lower the convulsive threshold, Although Navane potentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane 
is administered concurrently. 

Caution as welkap careful adjustment of the dosage is indicated when Navane is used in conjunction with 
other CNS depressants the. han anticonvulsant drugs. i 
ty : ak anticholinergic properties, Navane should be used with caution in patients 
ghétted. to have glaucoma, or who might be exposed to extreme heat, or who are 
latedidrugs. 
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periods). Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage 
(jaundice, biliary stasis) have been reported with related drugs. 

Undue exposure to sunlight should be avoided. Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

__ Intramuscular Administration—As with all intramuscular preparations, Navane Intramuscular shouid be 
injected well within the body of a relatively large muscle, The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-lateral thigh, 

The deltoid area should be used only if well developed, such as in certain adults and older children, and 
then only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the 
tower and mid-thirds of the upper arm, As with all intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessal. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one third of human breast cancers are prolactin-dependent 
in vitro, a tactor of potential importance it the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactorrhea. amenorrhea, gyneco- 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of neuroleptic drugs. Neither clinical studies nor epidemiologic studies conducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

information for Patients---Given the likelihood that some patients exposed chronically to neuroleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use is contemplated be given, it 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient to understand the 
information provided. 
Adverse Reactions: Note. Not all of the following adverse reactions have been reported with Navane 
(thiothixene}. However, since Navane has certain chemical and pharmacologic similarities to the phenothi- 
azines, all of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. In the event hypoten- 
sion occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 

thiothixene}. These changes are usually reversible and frequently disappear on continued Navane terapy. 
he incidence of these changes is lower than that observed with some phenothiazines. The clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually subsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines. 
but tess than that of certain aliphatic phenothiazines. Restlessness, agitation and insomnia have been noted 
we Navan Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

i Hynerrelexia has been reported in infants delivered from mothers having received structurally related 
rugs. 

in addition, phenothiazine denvatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported, 
Management of these extrapyramidal symptoms depends upon the type and severity. Rapid relief of acute 
symptoms may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be managed by reducing the eye of Navene and/or administering an oral antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive + oli may appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue. face, mouth or jaw (e.g., protrusion of 
tongue, patting of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. - 

Since early detection of tardive dyskinesia is important, patients should be monitored on an ongoing ba- 
sis, It has been reported that fine vermicular movement of the tongue may be an early sign of the syndrome. 
H this or any other presentation of the syndrome is observed, the clinician should consider possible discor- 
tinuation of neuroleptic medication. (See Warnings section.) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatase, usually transient, hax > 
been infrequently observed in some patients. No clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologic Effects: As is true with certain other psychotropic drugs. leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane. Other antipsychotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Allergic Reactions: Rash, pruritus, urticaria, photosensitivity and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sunlight should be avoided. Although not experienced with 
Navane, exfoliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a small 
percentage of temaies receiving Navane. It persistent, this may necessitate a reduction in dosage or the 
discontinuation of therapy. Phenothiazines have been associated with false positive pregnancy tests, gy- 
necomastia, hypogtycemia, hyperglycemia, and glycosuria. De . 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, in- 
creased salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. : ; 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
weight, weakness or fatigue, polydipsia and peripheral edema. Ei 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic lupus erythematosus-like syndrome. 

Neuroleptic Malignant Syndrome (NMS) Please refer to the text regarding NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. In others, the cause could not be determined nor could it be established that death was 
due to phenothiazine administration. : : 
Dosage: Dosage of Navane should be individually adjusted depending on the chronicity and severity of the 
condition. See full prescribing information. k 
Overdosage: For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information 
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Powerful tricyclic therapy for 
obsessive-compulsive disorder 


A Relieves obsessions and compulsions in OCD 
patients with or without concomitant depression 


Reduces anxiety-producing intrusive thoughts’ 


Reduces ritualized behavior’ 


A Dual mode of action creates a unique treatment role 


Anafranil is believed to block the reuptake of serotonin and 
norepinephrine. °° 


A Safety and tolerability demonstrated in over 
20 years of worldwide use 


Symptoms are substantially reduced i in 
approximately 58% of patients.” 


The most common adverse events are dry mouth, somnolence, tremor, 
dizziness, constipation, and ejaculatory failure. Anafranil may lower the 
seizure threshold. See warnings and full Prescribing Information on the 
following pages. 
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Anafranil? 

clomipramine hydrochloride 

Capsules 

Prescribing Information 

DESCRIPTION 

Anafranil, clomipramine hydrochloride, is an antiobsessional drug that belongs to 

the class (dibenzazepine} of pharmacologic agents known as tricyclic antidepres- 

sants. Anafranilis available as capsules of 25, 50, and 75 mg for oral administration. 
Clomipramine hydrochloride is 3-chioro-5-{3-(dimethylamino}propyl}-10, 11-dihy- 

dro-SH-dibenz{b,flazepine monohydrochloride, and its structural formula is: 


a | 2 
CH,CH,CH~ Noe 

Clomipramine hydrochloride is a white to off-white crystalline powder. Itis 

freely soluble in water, in methanol, and in methylene chloride, and insoluble in 

ethyl ether and in hexane, Its molecular weight is 351.3. 

Inactive Ingredients, D&C Red No. 33 (25mg capsules onty), D&C Yellow No. 

10, FD&C Blue No. 1 (80-mg capsules only), FD&C Yellow No. 6, gelatin, 

magnesium stearate, methylparaben, propylparaben, silicon dioxide, sodium 

lauryl sulfate, starch, and titanium dioxide. 

CLINICAL PHARMACOLOGY 

Pharmacodynamics , 

Clomipramine (CMI) is presumed to influence obsessive and compulsive 
behaviors through its effects on serotonergic neuronal transmission. The actual 
neurochemical mechanism is unknown, but CMI's relatively selective capacity to 
inhibit the reuptake of serotonin (S-HT) as compared to norepinephrine (NE) may 
be important. 

Pharmacokinetics : 
Absorption/Bioavailability: CMI from Anafranil capsules is as bioavailable as 
CMI from a solution. The bioavailability of CMI from’capsules ig not significantly 
affected by food. 

In a dose proportionality study involving multiple CMI doses, steady-state 
plasma concentrations (Cog) and area-under-plasma-concentration-time curves 
{AUC} of CMI and CMI's major active metabolite, desmethytclomipramine (DMN), 
were not proportional to dose aver the ranges evaluated, ie., between 
25-100 mg/day and between 25-150 mg/day, although Cos and AUC are 
approximately linearly related to dose between 100-150 mg/day. The relationship 
between dose and CMI/DMI concentrations at higher daily doses has not been 
systematically assessed, but if there is significant dose dependency at doses 
above 150 mg/day, there is the potential for dramatically higher C,, and AUC 
even for patients dosed within the recommended range. This may pose a 
potential risk to some patients (see WARNINGS and PRECAUTIONS, Drug 
Interactions}, 

After a single 50-mg oral dose, maximum plasma concentrations of CMl occur 
within 2-6 hours {mean, 4,7 hr) and range from 56 ng/ml to 154 ng/ml {mean, 

92 ng/ml). After multiple daily doses of 150 mg of Anafranil, steady-state 
maximum plasma concentrations range from 94 ng/ml to 339 ng/ml (mean, 

218 ng/ml) for CMI and from 134 ng/ml to 532 ng/ml {mean, 274 ng/ml) for DMI. 
No pharmacokinetic information is available for doses ranging from 150 mg/day 
to 250 mg/day, the maximum recommended daily dose. 

Distribution: CMI distributes into cerebrospinal fluid (CSF) and brain and into 
breast milk. DMI also distributes into CSF, with a mean CSF/plasma ratio of 2.6. 
The protein binding of CMI is approximately 97%, principally to albumin, and is 
independent of CMI concentration, The interaction between CMI and other highly 
protein-bound drugs has not been fully evaluated, but may be important (see 
PRECAUTIONS, Drug Interactions). 

Metabolism: CMI is extensively biatransformed to DMI and other metabolites 
and their glucuronide conjugates. DMI is pharmacolagically active, but its effects 
on OCD behaviors are unknown. These metabolites are excreted in urine and 
feces, following biliary elimination, After a 26mg radiolabeled dose of CM1 in two 
subjects, 60% and 51%, respectively, of the dose were recovered in the urine and 
32% and 24%, respectively, in faces. In the same study, the combined urinary 
recoveries of CMI and DMI were only about 0.8-1.3% of the dose administered. 
CMI goes not induce drug-metabolizing enzymes, as measured by antipyrine 
half-life. 

Elimination: Evidence that the Cog and AUC for CMI and DMI may increase 
disproportionately with increasing oral doses suggests that the metabolism of 
CMI and OMI may be capacity limited. This fact must be considered in assessing 
the estimates of the pharmacokinetic parameters presented below, as these were 
obtained in individuals exposed to doses of 150 mg. if the pharmacokinetics of 
CMI and DMI are nonlinear at doses above 150 mg, their elimination half-lives 
may be considerably lengthened at doses near the upper end of the recom- 
mended dosing range fie., 200 mg/day to 250 mg/day}. Consequently, CMI and 
DMI may accumulate, and this accumulation may increase the incidence of any 
dose or plasma-concentration-dependent adverse reactions, in particular 
seizures (see WARNINGS). 

After a 150-mg dose, the half-life of CMI ranges from 19 hours to 37 hours 
(mean, 32 hr) and that of DMI ranges from 54 hours to 77 hours (mean, 69 hr). 
Steady-state levels after multiple dosing are typically reached within 7-14 days for 
CMI. Plasma concentrations of the metabolite exceed the parent drug on multiple 
dosing. After multiple dosing with 150 mg/day, the accumulation factor for CMI is 
approximately 2.5 and for DMI is 4.6, Importantly, it may take two weeks or longer 
to achieve this extent of accumulation at constant dosing because of the relatively 
Tong elimination half-lives of CMI and DMI (see DOSAGE AND ADMINISTRA- 
TION). The effects of hepatic and renal impairment on the disposition of Anafranil 
have not been determined, 

Pharmacokinetic Interactions: Coadministration of haloperidol with CMI 
increases plasma concentrations of CMI, Coadministration of CMI with 
phenobarbital Increases plasma concentrations of phenobarbital (see 
PRECAUTIONS, Drug Interactions). Younger subjects (18-40 years of age) 
tolerated OMI better and had significantly lower steady-state plasma concentra- 
tions, compared with subjects over 65 years of age. Children under 15 years of 
age had significantly lawer plasma concentration/dose ratios, compared with 
adults, fasma concentrations of CMI were significantly higher in smokers than in 
nonsmokers. 


INDICATIONS AND USAGE 

Anafranil is indicated for the treatment of obsessions and compulsions in patients 
with Obsessive-Compulsive Disorder (OCD). The obsessions or compulsions 
must cause marked distress, be time-consuming, or significantly interfere with 
social or occupational functioning, in ordar to meet the DSM-III-R (circa 1989) 
diagnosis of OCD, 

Obsessions are recurrent, persistent ideas, thoughts, images, or impulses that 
are ego-dystonic. Compulsions are repetitive, purposeful, and intentional 
behaviors pertormed in response to an obsession ar in a stereotyped fashion, 
and are recognized by the person as excessive or unreasonable. 

The effectiveness of Anafranil for the treatment of OCD was demonstrated in 
multicenter, placebo-controlled, parallel-group studies, including two 10-week 
studies in adults and one 8-week study in children and adolescents 10-17 years of 
age. Patients in all studies had moderate-to-severe OCD (DSM-I!}, with mean 
baseline ratings on the Yale-Brown Obsessive Compulsive Scale (YBOCS) ranging 
from 26 to 28 and a mean baseline rating of 10 on the NIMH Clinical Global 
Obsessive Compulsive Scale (NIMH-OC), Patients taking CMI experienced a 
mean reduction of approximately 10 on the YBOCS, representing an average 
improvement on this scale of 35% to 42% among adults and 37% among 
children and adolescents. CMI treated patients experienced a3.5 unit decrement 
on the NIMH-OC, Patients on placebo showed no important clinical response on 
either scale. The maximum dose was 250 mg/day for most adults and 3 mg/kg/ 
day {up to 200 mg) for all children and adolescents. 

The effectiveness of Anafranil for fong-term use {i.e., for more than 10 weeks) 
has not been systematically evaluated in placebo-controlled trials. The physician 
who elects to use Anafranil for extended periods should periodically reevaluate 
the long-term usefulness of the drug for the individual patient (see DOSAGE AND 
ADMINISTRATION), 


"HCI 


CONTRAINDICATIONS 

Anafranil is contraindicated in patients with a history of hypersensitivity to 

Anafranil or other tricyclic antidepressants. 

Anafranil should not be given in combination, or within 14 days of treatment, 
with a monoamine oxidase (MAO) inhibitor. Hyperpyretic crisis, seizures, cama, 
and death have been reported in patients receiving such combinations. 

Anafranil is contraindicated during the acute recovery period after a myocardial 
infarction. 

WARNINGS 

Seizures 

During premarket evaluation, seizure was identified as the most significant risk of 

Anafranil use. 

The observed cumulative incidence of seizures among patients exposed to 
Anafranil at doses up to 300 mg/day was 0.64% at 90 days, 1.12% at 180 days, 
and 1.45% at 365 days. The cumulative rates cited correct the crude rate {i.e., 
0.7%, 25/3519) for the variable duration of exposure times among the patients 
who participated in the development program. 

Although dose appears to be a predictor of seizure, there is a confounding of 
dose and duration of exposure, making it difficult to assess independently the 
effect of either factor alone. The ability to predict the occurrence of seizures in 
subjects exposed to doses of CMI greater than 250 mg is limited, given that the 
plasma concentration of CMI may be dose-dependent and may vary among 
subjects given the same dose. Nevertheless, prescribers are advised to limit the 
daily dose to a maximum of 260 mg in adults and 3 mg/kg (or 200 mg) in children 
and adolescents (see DOSAGE AND ADMINISTRATION). 

Rare reports of fatalities in association with seizures have been recorded by 
foreign post-marketing surveillance systems over the 20 years of Anafranil's 
nondomestic marketing. In some of these cases, Anafranil had been administered 
with other epileptogenic ageria in others, the patients involved had possibly 
predisposing medical conditions, 

Caution should be used in administering Anafranil tò patients with a history of 
seizures or other predisposing factors, e.g., brain damage of varying etiology, 
alcoholism, and concomitant use with other drugs that tower the seizure threshold, 

Physicians should discuss with patients the risk of taking Anafranil while 
engaging in activities in which sudden loss of consciousness could result in 
Serious injury to the patient or others, e.g., the operation of complex machinery, 
driving, swimming, climbing, ' 

PRECAUTIONS 

General 
Suicide; Since depression is a commonly associated feature of OCD, the risk of 
suicide must be considered. Prescriptions for Anafranil should be written for the 
smallest quantity of capsules consistent with good patient management, in order 
to reduce the'risk of overdose. 

Cardiovascular Effects: Modest orthostatic decreases in blood pressure and 
modest tachycardia were each seen in approximately 20% af patients taking 
Anafranil in clinical trials; but patients were frequently asymptomatic. Among 
approximately 1400 patients treated with CMI in the premarketing experience 
who had ECGs, 1.5% developed abnormalities during treatment, compared with 
3.1% of patients receiving active control drugs and 0.7% of patients receiving 
placebo. The most common ECG changes were PVCs, SFT wave changes, and 
intraventricular conduction abnormalities. These changes were rarely associated 
with significant clinical symptoms. Nevertheless, caution is necessary in treating 
patients with known cardiovascular disease, and gradual dose titration is 
recommended, 

Psychosis, Contusion, And Other Neuropsychiatric Phenomena: Patients 
treated with Anafranil have been reported to show a variety of neuropsychiatric 
signs and symptoms including delusions, hallucinations, psychotic episodes, 
confusion, and paranoia. Because of the uncontrolled nature of many of the 
Studies, it is impossible to provide a precise estimate of the extent of risk imposed 
by treatment with Anafranil, As with tricyclic antidepressants to which itis closely 
related, Anafranil may precipitate an acute psychotic episode in patients with 
unrecognized schizophrenia. 

Mania/Hypomania: During premarketing testing of Anafranil in patients with 
affective disorder, hypomania or mania was precipitated in several patients. 
Activation of mania or hypomania has also been reported in a small proportion of 
patients with affective disorder treated with marketed tricyclic antidepressants, 
which are closely related to Anafranil. 

Hepatic Changes: During premarketing testing, Anafranil was occasionally 
associated with elevations in SGOT and SGPT (pooled incidence of approximately 
1% and 3%, respectively) of potential clinical importance {i.e., values greater than 
3 times the upper limit of normal). In the vast majority of instances these enzyme 
increases were not associated with other clinical findings suggestive of hepatic 
injury; moreover, rone were jaundiced, Rare reports of more severe liver injury, 
some fatal, have been recorded in foreign post-marketing experience. Caution is 
indicated in treating patients with known liver disease, and periodic monitoring of 
hepatic enzyme levels is recommended in such patients. 

Hematologic Changes: Although no instances af severe hematologic toxicity 
were seen in the prematketing experience with Anafranil, there have been 
post-marketing reports of leukopenia, agranulocytosis, thrombocytopenia, 
anemia, and pancytopenia in association with Anafranil use. As is the case with 
tricyclic antidepressants to which Anafranil is closely related, leukocyte and 
differential blood counts should be obtained in patients who develop fever and 
sore throat during treatment with Anafranil. 

Central Nervaus System: More than 30 cases of hyperthermia have been 
recorded by nondomestic post-marketing surveillance systems. Most cases 
occurred when Anafranil was used in combination with other drugs when 
Anatranil and a neuroleptic were used concomitantly, the cases were sometimes 
considered to be examples of a neuroleptic malignant syndrome, 

Sexual Dysfunction: The rate of sexual dysfunction in male patients with OCD 
who were treated with Anafranit in the premarketing experience was markedly 
increased compared with placebo controls {i.¢., 42% experienced ejaculatory 
failure and 20% experienced impatence, compared with 2.0% and 2.6%, 
respectively, in the placebo group), Approximately 85% of males with sexua! 
dysfunction chose to continue treatment. 

Weight Changes: In controlled studies of OCD, weight gain was reported in 
18% of patients receiving Anafranil, compared with 1% of patients receiving 
placebo. In these studies, 28% of patients receiving Anafranil had a weight gain 
of at least 7% of their initial body weight, compared with 4% of patients receiving 
placebo. Several patients had weight gains in excess of 25% of their initial body 
weight. Conversely, 5% of patients receiving Anafranil and 1% receiving placebo 
had weight losses of at feast 7% of their initial body weight. 

Electroconvulsive Therapy: As with closely related tricyclic antidepressants, 
concurrent administration of Anafranil with electroconvulsive therapy may 
increase the risks; such treatment should be limited to those patients for whom it 
is essential, since thera is limited clinical experience, 

Surgery: Prior to elective surgery with general anesthetics, therapy with 
Anafranil should be discontinued for as long as is clinically feasible, and the 
anesthetist should be advised. 

Use in Concomitant Iifness: As with closely related tricyclic antidepressants, 
Anafranil should be used with caution in the following: 

1. Hyperthyroid patients or patients receiving thyroid medication, because of the 
possibility of cardiac toxicity, 

2. Patients with increased intraocular pressure, a history of narrowangle 
glaucoma, or urinary retention, because of the anticholinergic properties of the 
drug. 

3. Patients with tumors of the adrenal medulla (e.g., pheochromocytoma, 
neuroblastoma} in whom the drug may provoke hypertensive crises. 

4, Patients with significantly impaired renal function. 

Withdrawal Symptoms: A variety of withdrawal symptoms have been reported 
in association with abrupt discontinuation of Anafranil, including dizziness, 
nausea, vomiting, headache, malaise, sleep disturbance, hyperthermia, and 
irritability. In addition, such patients may experience a worsening of psychiatric 
status, While the withdrawal effects of Anafranil have not been systematically 
evaluated in controlled trials, they are well known with closely related tricyclic 
antidepressants, and it is recommended that the dosage be tapered gradually 
and the patient monitored carefully during discontinuation (see DRUG ABUSE 
AND DEPENDENCE). 


Information for Patients 


Physicians are advised to discuss the following issues with patients for whom 
they prescribe Anafranil: 


1. The risk of seizure (see WARNINGS}, 

2, The relatively high incidence of sexual dysfunction among males (see 
PRECAUTIONS, Sexual Dysfunction). 

3. Since Anafranil may impair the mental and/or physical abilities required for thi 
performance of complex tasks, and since Anafranil is associated with a risk of 
seizures, patients should be cautioned about the performance of complex and 
hazardous tasks (see WARNINGS). 

4. Patients should be cautioned about using alcohol, barbiturates, or other CRS 
depressants concurrently, since Anafranil may exaggerate their response tok 
these drugs. 

5. Patients should notify their physician if they become pregnant or intend to 
become pregnant during therapy, 

6. Patients should notify their physician if they are breast-feeding. 

Drug Interactions 
The risks of using Anafranil in combination with other drugs have not been 
systematically evaluated, Given the primary CNS effects of Anafranil, caution is 
advised in using it concomitantly with other CNS-active drugs (see PRECAU- > 
TIONS, Information for Patients). Anafranil should not be used with MAO 
inhibitors (see CONTRAINDICATIONS). 

Close supervision and careful adjustment of dosage are required when 
Anafranil is administered with anticholinergic or sympathomimetic drugs. 

Several tricyclic antidepressants have been reported to block the pharmaco- 
logic effects of guanethidine, clonidine, or similar agents, and such an effect may 
be anticipated with CMI because of its structural similarity to other tricyclic 
antidepressants. 

The plasma concentration of CMI has been reported to be increased by the 
concomitant administration of haloperidol; plasma levels of several closely 
related tricyclic antidepressants have been reported to be increased by the 
concomitant administration of either methylphenidate, cimetidine, or fluoxetine 
and such an effect may be anticipated with CMI as well. Administration of CMI 
has been reported to increase the plasma levels of phenobarbital, if given | 
concomitantly (see CLINICAL PHARMACOLOGY, Pharmacokinetic Interactions). 

Because Anafranil is highly bound to serum protein, the administration of 
Anafranil to patients taking other drugs that are highly bound to protein (e.g., 
warfarin, digoxin) may cause an increase in plasma concentrations of these 
drugs, potentially resulting in adverse effects, Canversely, adverse effects may 
result from displacement of protein-bound Anafranil by other highly bound drugs 
(see CLINICAL PHARMACOLOGY, Distribution). 


Carcinogenesis, Mutagenesis, Impairment of Fertility 
Ina 2-year bioassay, no clear evidence of carcinogenicity was found in rats given 
doses 20 times the maximum daily human dose. Three out of 235 treated rats had 
a rare tumor {hemangioendothelioma}; it is unknown if these neoplasms are 
compound related, 

in reproduction studies, no effects on fertility were found in rats given dost 
approximately 5 times the maximum daily human dose. 


Pregnancy Category C ; i 

No teratogenic effects were observed in studies performed in rats and mice at 
doses up to 20 times the maximum daily human dose. Slight nonspecific fetotoxic 
effects were seen in the offspring of pregnant mice given doses 10 times the 
maximum daily human dose. Slight nonspecific embryotoxicity was observed in 
rats given doses 5-10 times the maximum daily human dose. 

There are no adequate or well-controlled studies in pregnant women, 
Withdrawal symptoms, including jitteriness, tremor, and seizures, have been 
reported in neonates whose mothers had taken Anafranil until delivery. Anafranil 
should be used during pregnancy only if the potential benefit justifies the potential 
risk to the fetus. 


Nursing Mothers 

Anafranil has been found in human milk. Because of the potential for adverse 
reactions, a decision should be made whether to discontinue nursing or to 
discontinue the drug, taking into account the importance of the drug to the mother. 
Pediatric Use 

In a controlled clinical trial in children and adolescents (10-17 years of age), 46 
Dutpatients received Anafranil for up to 8 weeks. In addition, 150 adolescent 
patients have received Anafranil in open-label protocols for periods of several 
months to several years, Of the 196 adolescents studied, 50 were 13 years of age 
or less and 146 were 14-17 years of agè. While the adverse reaction profile in this 
age group (see ADVERSE REACTIONS) is similar to that in adults, it is unknown 
what, if any, effects long-term treatment with Anafranil may have on the growth 
and development of children, 

The safety and effectiveness in children below the age of 10 have not been 
established, Therefore, specific recommendations cannot be made for the use of 
Anafranil in children under the age of 10. 

Use in Elderly 
Anafranil has not been systematically studied in older patients; but 152 patients at 
least 60 years of age participating in U.S. clinical trials received Anatranil for 
periods of several months to several years. No unusual age-related adverse 
events have been identified in this elderly population, but these data are 
insufficient to rule out possible age-related differences, particularly in elderly 
patients who have concomitant systemic illnesses or who are receiving other 
drugs concomitantly. 
ADVERSE REACTIONS a5 
Commonly Observed 4 
The most commonly observed adverse events associated with the use of 4 
Anafranil and not seen at an equivalent incidence among placebo-treated 
patients were gastrointestinal complaints, including dry mouth, constipation, 
nausea, dyspepsia, and anorexia; nervous system complaints, including 
somnolence, tremor, dizziness, nervousness, and myoclonus; genitourinary 
complaints, including changed libido, ejaculatory failure, impotence, and 
micturition disorder; and other miscellaneous complaints, inctuding fatigue, 
sweating, increased appetite, weight gain, and visual changes. 
Leading to Discontinuation of Treatment. 
Approximately 20% of 3616 patients who received Anafranil in U.S. premarketing 
cl nical trials discontinued treatment because of an adverse event, Approximately 
one-half of the patients who discontinued (9% of the total) had multiple com- 
plaints, none of which could be classified as primary. Where a primary reason for 
discontinuation could be identified, most patients discontinued because of 
nervous system complaints (5.4%), primarily somnolence, The second- 
most-frequent reason for discontinuation was digestive system complaints 
11.3%), primarily vomiting and nausea, 
Insidence in Controlled Clinical Trials 
Tre following table enumerates adverse events that occurred at an incidence of 
1% or greater among patients with OCD who received Anafranil in adult or 
sediatric placebo-controfled clinical trials. The frequencies were obtained from 
acoled data of clinical trials involving either adults receiving Anafranil (N =322) or 
placebo (N = 319} or children treated with Anatranil (N = 46) or placebo {N = 44). 
The prescriber should be aware that these figures cannot be used to predict the 
incidence of side effects in the course of usual medical practice, in which patient 
characteristics and other factors differ from those which prevailed in the clinical 
trials. Similarly, the cited frequencies cannot be compared with figures obtained 
fram other clinical investigations involving different treatments, uses, and 
iwestigators. The cited figures, however, provide the physician with a basis for 
estimating the relative contribution of drug and nondrug factors to the incidence 
of side effects in the populations studied, 


Incidence of Treatment-Emergent Adverse Experience 
in Placebo-Controlled Clinical Trials 


~, 





> 
{Percentage of Patients Reporting) ir 
Children and 
Adults Adolescents 
Eody System/ Anafranil Placebo Anafranil Placebo 
Adverse Event* {N=322) {N=319) {N=46) {N=44} 
Nervous System 
Somnolence 4 16 46 1 
Tenor 54 2 3B 2 
Cizsiness 54 14 41 14 
Headache 52 4 28 Kai 
Insomnia 25 15 1 7 


Anafranil’ clomipramine hydrochloride 


Adults 


Body System/ Anafranil Placebo 
Adverse Event* (N=322)  (N=319) 


Libido change 21 
Nervousness 
fonus 

Increased appetite 
Paresthesia 
Memory impairment 
Anxiety 
‘Twitching 
Impaired concentration 
Depression 
Hypertonia 
Sleep disorder 
Psychosomatic 

disorder 
Yawning 
Confusion 
Speech disorder 
Abnormal dreaming 
Agitation 
Migraine 
Depersonalization 
Irritability 
Emotional lability 
Panic reaction 
Aggressive reaction 
Paresis 


Skin and Appendages 
Increased sweating 
Rash 

Pruritus 

Dermatitis 

Acne 

Dry skin 

Urticaria 

Abnormal skin odor 
Digestive System 

Dry mouth 84 7 
Constipation 47 W 
Nausea R 14 
Dyspepsia 22 10 
Diarrhea ix} 3 
Anorexia 12 
Abdominal pain 11 
Vomiting 

Flatulence 

Tooth disorder 
Gastrointestinal disorder 
Dysphagia 

Esophagitis 

Eructation 

Ulcerative stomatitis 


Body as a Whole 
Fatigue 

Weight increase 
Flushing 

Hot flushes 
Chest pain 

Fever 

Allergy 

Pain 

Local edema 
Chills 

Weight decrease 
Otitis media 
Asthenia 
Halitosis 


Cardiovascular System 
Postural hypotension 
Palpitation 
Tachycardia 

Syncope 

Respiratory System 
Pharyngitis 

Rhinitis 

Sinusitis 

Coughing 
Bronchospasm 
Epistaxis 

Dyspnea 

Laryngitis 

Urogenital System 
Male and Female Patients Combined 
Micturition disorder 14 
Urinary tract infection 
Micturition frequency 
Urinary retention 
Dysuria 

Cystitis 

Female Patients Only 
Dysmenorrhea 
Lactation (nonpuerperal) 
Menstrual disorder 
Vaginitis 

Leukorrhea 

Breast enlargement 
Breast pain 
Amenorrhea 

Male Patients Only 
Ejaculation failure 
Impotence 

Special Senses 
Abnormal vision 

Taste perversion 
Tinnitus 

Abnormal lacrimation 
Mydriasis 
Conjunctivitis 
Anisocoria 
Blepharospasm 
Ocular allergy 
Vestibular disorder 
Musculoskeletal 
Myalgia 

Back pain 

Antralgia 

Muscle weakness 
Hemic and Lymphatic 
Purpura 3 — - 
Anemia _ 


Children and 
Adolescents 


Placebo 
(N=44) 
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Other Events Observed During the Premarketing Evaluation of Anafranil 
During clinical testing in the U.S., multiple doses of Anafranil were administered 
to approximately 3600 subjects. Untoward events associated with this exposure 
were recorded by clinical invastigators using terminology of their own choosing. 
Consequently, itis not possible to provide a meaningful estimate of the — 
proportion of individuals experiencing adverse events without first grouping 
similar types of untoward events into a smaller number of standardized event 
categories. sities a 

in the tabulations that follow, a modified World Health Organization dictionary 
of terminology has been used to classify reported adverse events. The 
frequencies presented, therefore, represent the proportion of the 3525 
individuals exposed to Anafranil who experienced an event of the type cited on at 
teast one occasion while receiving Anafranil, All events are included except these 
already listed in the previous table, those reported in terms so general as to be. 
uninformative, and those in which an association with the drug was remote. It is 
important to emphasize that although the events reported occurred during 
treatment with Anafranil, they were not necessarily caused by it, . 

Events are further categorized by body system and listed in order of decreasing 
frequency according to the following definitions: frequent adverse events are 
those occurring on one or more occasions in at least 1/100 patients; infrequent 
adverse events are those occurring in 1/100 to 1/1000 patients; rare events are 
those occurring in less than 1/1000 patients. 

Body as a Whole; infrequent — general edema, increased susceptibility to 
infection, malaise. Rare — dependent edema, withdrawal syndrome. 

Cardiovascular System: infrequent — abnormal ECG, arrhythmia, bradycardia, 
cardiac arrest, extrasystoles, pallor. Rare — aneurysm, atrial flutter, bundle 
branch block, cardiac failure, cerebral hemorrhage, heart block, myocardial 
infarction, myocardial ischemia, peripheral ischemia, thrombophlebitis, 
vasospasm, ventricular tachycardia. 

Digestive System: Infrequent — abnormal hepatic function, blood in stool, 
colitis, duodenitis, gastric ulcer, gastritis, gastroesophageal reflux, gingivitis, 
glossitis, hemorrhoids, hepatitis, increased saliva, irritable bowel syndrome, 
peptic ulcer, rectal hemorrhage, tongue ulceration, tooth caries. Rare — cheil tis, 
chronic enteritis, discolored feces, gastric dilatation, gingival bleeding, hiccup, 
intestinal obstruction, oral/pharyngeal edema, paralytic ileus, salivary gland 
enlargement. 

Endocrine System: infrequent — hypothyroidism. Rare — goiter, gynecomas- 
tia, hyperthyroidism. 

Hemic and Lymphatic System: Infrequent — lymphadenopathy. Rare ~~ 
leukemoid reaction, lymphoma-like disorder, marrow depression. 

Metabolic and Nutritional Disorder; Infrequent- dehydration, diabetes 
mellitus, gout, hypercholesterotemia, hyperglycemia, hyperuricemia, hypakals- 
mia. Rare — fat intolerance, glycosuria, 

Musculoskeletal System: infrequent — arthrosis. Rare — dystonia, exostosis, 
lupus erythematosus rash, bruising, myopathy, myositis, polyarteritis nodosa, 
torticollis. 

Nervous System: Frequent — abnormal thinking, vertigo. Infrequent — 
abnormal coordination, abnormal EEG, abnormal gait, apathy, ataxia, coma, 
convulsions, delirium, delusion, dyskinesia, dysphonia, encephalopathy, euphoria, 
extrapyramidal disorder, hallucinations, hostility, hyperkinesia, hypnagogic 
hallucinations, hypokinesia, leg cramps, manic reaction, neuralgia, paranoia, 
phobic disorder, psychosis, sensory disturbance, somnambulism, stimulation, 
suicidal ideation, suicide attempt, teeth-grinding. Rare — anticholinergic 
syndrome, aphasia, apraxia, catalepsy, cholinergic syndrome, choreoathetosis, 
generalized spasm, hemiparesis, hyperesthesia, hyperreflexia, hypoesthesia, 
illusion, impaired impulse control, indecisiveness, mutism, neuropathy, 
nystagmus, oculogyric crisis, oculomotor nerve paralysis, schizophrenic reaction, 
stupor, suicide, 

Respiratory System: infrequent — bronchitis, hyperventilation, increased 
sputum, pneumonia, Rare — cyanosis, hemoptysis, hypoventilation, laryngismus. 

Skin and Appendages: infrequent -~ alopecia, cellulitis, cyst, eczema, 
erythematous rash, genital pruritus, maculopapular rash, photosensitivity 
reaction, psoriasis, pustular rash, skin discoloration, Rare — chloasma, folliculitis, 
hypertrichosis, piloerection, seborrhea, skin hypertrophy, skin ulceration, 

Special Senses: infrequent — abnormal accommodation, deafness, diplopia, 
earache, eye pain, foreign body sensation, hyperacusis, parosmia, photophobia, 
scleritis, taste loss, Rare — blepharitis, chromatopsia, conjunctival hemorrhage, 
exophthaimos, glaucoma, keratitis, labyrinth disorder, night blindness, retinal 
disorder, strabismus, visual field defect, 

Urogenital System: Infrequent — endometriosis, epididymitis, hematuria. 
nocturia, oliguria, ovarian cyst, perineal pain, polyuria, prostatic disorder, real 
calculus, renal pain, testis disorder, urethral disorder, urinary incontinence, 
uterine hemorrhage, vaginal hemorrhage. Rare — albuminuria, anorgasmy, 
breast engorgement, breast fibroadenosis, cervical dysplasia, endometrial 
hyperplasia, premature ejaculation, pyelonephritis, pyuria, renal cyst, uterina 
inflammation, vulvar disorder, 


DRUG ABUSE AND DEPENDENCE 

Anafranil has not been systematically studied in animals or humans for its 
potential for abuse, tolerance, or physical dependence. While a variety of 
withdrawal symptoms have been described in association with Anafranil 
discontinuation (see PRECAUTIONS, Withdrawal Symptoms), there is no 
evidence for drug-seeking behavior, except for a single report of potential 
Anafranil abuse by a patient with a history of dependence on codeine, benzadiaz- 
epines, and multiple psychoactive drugs, The patient received Anafranil for 
depression and panic attacks and appeared to become dependent after hospital 
discharge. 

Despite the lack of evidence suggesting an abuse liability for Anafranil in 
foreign marketing, itis not possible to predict the extent to which Anafranil might 
be misused or abused ance marketed in the U.S, Cansequently, physicians 
should carefully evaluate patients for a history of drug abuse and follow such 
patients closely, 


OVERDOSAGE 

Human Experience 

in U.S. clinical trials, 2 deaths occurred in 12 reported cases of acute overcosage 
with Anafranil either alone or in combination with other drugs. One death involved 
a patient suspected of ingesting a dose of 7000 mg, The second death involved a 
patient suspected of ingesting a dose of 5750 mg. The 10 nonfatal cases involved 
doses of up to 6000 mg, accompanied by plasma levels of up to 1010 ng/ml, All 10 
patients completely recovered, Amang reports from other countries af Anafranil 
overdose, the lowest dose associated with a fatality was 750 mg, Based upon 
post-marketing reports in the United Kingdom, CMI's lethality in overdose is 
considered to be similar to that reported far closely related tricyclic compcunds 
marketed as antidepressants. 


Signs and Symptoms 

Signs and symptoms vary in severity depending upon factors such as the amount 
of drug absorbed, the age of the patient, and the time elapsed since drug 
ingestion. Blood and urine levels of Anafranil may not reflect the severity af 
poisoning: they have chiefly a qualitative rather than quantitative value, and they 
are unreliable indicators in the clinical management of the patient. The first signs 


"and symptoms of poisoning with tricyclic antidepressants are generally severe 


anticholinergic reactions, CNS abnormalities may include drowsiness, stupor, 
coma, ataxia, restlessness, agitation, delirium, severe perspiration, hyperactive 
reflexes, muscle rigidity, athetoid and choreifarm movements, and convulsions. 
Cardiac abnormalities may include arrhythmia, tachycardia, ECG evidence of 
impaired conduction, and signs of congestive heart failura, and in very rare cases, 
cardiac arrest. Respiratory depression, cyanosis, hypotension,shock, vor iting, 
hyperpyrexia, mydriasis, oliguria or anuria, and diaphoresis may also be p'esent. 


Treatment 
The recommended treatment for tricyclic overdose may change periodically. 
Therefore, itis recommended that the physician contact a poison control senter 
for current information on treatment. i 

Because CNS involvement, respiratory depression, and cardiac arrhythmia can 
occur suddenly, hospitalization and close observation are necessary, even when 
the amount ingested is thought to be smali or the initial degree of intoxication 
appears slight or moderate, All patients with ECG abnormalities shovie have 
continuous cardiac monitoring for at least 72 hours and be closely observed until 
well after the cardiac status has returned to normal; relapses may occur after 
apparent recovery, The slow intravenous administration of physostigmine 


Salicylate has been reported to reverse the cardiovascular and CNS anticholiner- 
gic manifestations of tricyclic overdosage; however, it should not be used 
routinely, since it may induce seizures and cholinergic crises and there is 
persisting debate about its net utility. . 

In the alert patient, the stomach should be emptied promptly by induced 
emesis followed by lavage. in the obtunded patient, the airway should be secured 
witha cuffed endotracheal tube before beginning lavage (do nat induce emesis), 
Lavage should be continued for 24 hours ar tonger, depending on the apparent 
severity of intoxication, Normal or half-normal saline should be used to avoid 
water intoxication, especially in children, instillation of activated charcoal slurry 
may help reduce absorption of CMI. 

External stimulation should be minimized to reduce the tendency for convul- 
sions, and anticonvulsants may be necessary. If MAO inhibitors have been taken 
recently, barbiturates should not be used, Adequate respiratory exchange should 
be maintained, including intubation and artificial respiration, if necessary. Respira- 
tory stimulants should not be used. 

in severe hypotension or shock, the patient should be placed in an appropriate 
position and given a plasma expander, dopamine, or dobutamine by intravenous 
drip. The use of corticosteroids in shock is controversial and may be contraindi- 
cated in cases of overdosage with tricyclic antidepressants, Digitalis may 
increase conduction abnormalities and further irritate an already sensitized 
myocardium. If congestive heart failure necessitates rapid digitalization, 
particular care must be exercised. Hyperpyrexia should be controlled by 
whatever external means are available, including ice packs and cooling spange 
baths, if necessary. Hemodialysis, peritoneal dialysis, exchange transtusions, and 
forced diuresis have generally been reparted as ineffective because of the rapid 
fixation of Anafranil in tissues, 


DOSAGE AND ADMINISTRATION 

The treatment regimens described below are based on those used in controlled 
clinical trials of Anafranil in 520 adults, and 91 children and adolescents with 
OCD. During initial titration, Anafranil should be given in divided doses with meals 
to reduce gastrointestinal side effects. The goal of this initial titration phase is to 
minimize side effects by permitting tolerance to side effects ta develop or 
allowing the patient time to adapt if tolerance does not develop, 

Because both CMI and its active metabolite, DMI, have long elimination 
half-lives, the prescriber should take into consideration the fact that steady-state 
plasma levels may nat be achieved until 2-3 weeks after dosage change (see 
CLINICAL PHARMACOLOGY). Therefore, after initial titration, it may be 
appropriate to wait 2-3 weeks between further dosage adjustments. 


Initial Treatment/Dose Adjustment (Adutts) 

Treatment with Anafranil should be initiated at a dosage of 25 mg daily and 
gradually increased, as tolerated, to approximately 100 mg during the first 2 
weeks, During initial titration, Anafranil should be given in divided doses with 
meals to reduce gastrointestinal side effects. Thereafter, the dosage may be 
increased gradually over the next several weeks, up to a maximum of 250 mg 
daily, After titration, the total daily dose may be given once daily at bedtime to 
minimize daytime sedation. 


Initial Treatment/Dose Adjustment (Children and Adolescents} 

As with adults, the starting dose is 25 mg daily and should be gradually increased 
{atso given in divided doses with meals to reduce gastrointestinal side effects) 
during the first 2 weeks, as tolerated, up to a daily maximum of 3 mg/kg or 

100 ma, whichever is smaller, Thereafter, the dosage may be increased gradually 
over the next several weeks up to a daily maximum of 3 mg/kg or 200 mg, 
whichever is smaller (see PRECAUTIONS, Pediatric Use}, As with adults, after 
titration, the total daily dose may be given once daily at bedtime to minimize 
daytime sedation. 


Maintenance/Continuation Treatment (Adults, Children, and Adolascents) 

While there are no systematic studies that answer the questian of how tong ta 
continue Anafranil, OCD is a chronic condition and it is reasonable to consider 
continuation for a responding patient. Although the efficacy of Anafranil after 

10 weeks has not been documented in controlled trials, patients have been 
continued in therapy under double-blind conditions for up to 1 year without toss 
of benefit. However, dosage adjustments should be made to maintain the patient 
on the lowest effective dosage, and patients should be periodically reassessed to 
determine the need for treatment. During maintenance, the total daily dose may 
be given once daily at bedtime. 








HOW SUPPLIED 
Capsules 25 mg— ivory/melon yellow limprinted ANAFRANIL 25 mg} 
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Unit Dose (blister pack) 
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Do not stare above 86°F (30°C), Protect from moisture. 

Dispense in tight container (USP), 

ANIMAL TOXICOLOGY 

Testicular and lung changes commonly associated with tricyclic compounds have 
been observed with Anafranil, In 1- and 2-year studies in rats, changes in the 
testes {atrophy, aspermatogenesis, and calcification) and drug-induced phospho- 
lipidosis in the lungs were observed at doses 4 times the maximum daily human 


dose. Testicular atrophy was also observed in a 1-year oral toxicity study in dogs 
at 10 times the maximum daily human dose. 
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Coming in the May 1990 issue of 
THE AMERICAN JOURNAL OF PSYCHIATRY 


Cults and Zealous Self-Help Movements: A Psychiatric Perspective 
By Marc Galanter 


Affective Spectrum Disorder: 
Does Antidepressant Response Identify a Family 
of Disorders With a Common Pathophysiology? 
By James I. Hudson and Harrison G. Pope, Jr. 


Irritable Bowel Syndrome and Psychiatric Illness 
By Edward A. Walker, Peter P. Roy-Byrne, and Wayne J. Katon 








With depression.. 


In a clinical trial, XANAX was effective in reducing 
anxiety symptoms associated with moderate to severe 
depression* 

Patients taking XANAX should be alerted to 


possible additive CNS depressant effects when it is 
administered with other medications that produce 
CNS depression. 

The usual starting dosage of XANAX is 0.25 to 
0.5 mg tid. 


*Data on file. The Upjohn Company 
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alprazolam e 


For anxiety associated with 
» depression 


XANAX? Tablets 
(alprazolam, € ) 


INDICATIONS AND USAGE 

Anxiety disorders, short-term relief of the symptoms of anxiety, and anxiety 

associated with depression. Anxiety or tension associated with the stress of 

everyday life usually does not require an anxiolytic. Effectiveness for more 

than four months has not been established: periodically reassess the use- 

fulness of the drug for the individual patient. 

CONTRAINDICATIONS 

Sensitivity to XANAX or other benzodiazepines. and in acute narrow angle 

glaucoma. 

WARNINGS 

XANAX is not of value in treating psychosis and should not be used in lieu 

of appropriate treatment. Patients receiving XANAX should be cautioned 

about hazardous occupations or activities requiring full alertness and also 

about simultaneous ingestion of alcohol or other CNS depressants. 
Benzodiazepines can cause fetal harm in pregnant women, hence women 

who may become pregnant should be warned. Avoid during the first tri- 

mester Withdrawal seizures have been reported upon rapid dose reduction 

or abrupt discontinuation. thus reduce dose gradually. (See Drug Abuse and 

Dependence and Dosage and Administration.) 

PRECAUTIONS 


General: If XANAX is combined with other psychotropics or anticonvulsants. 


consider drug potentiation.(See Drug Interactions.) Use the usual precautions 
in patients with renal or hepatic impairment and regarding prescription size 
in depressed and suicidal patients. In eldérly and debilitated patients, use 
the lowest possible dose. {See Dosage and Administration.) Hypomania 
and mania has been reported in depressed patients. 

Information for Patients: Alert patients about: (a) consumption of alcohol 
and drugs.{b} possible fetal abnormalities, {c} operating machinery or driving. 
id) not increasing dose of the drug due to risk of dependence. (ej not 
stopping the drug abruptly. Laboratory Tests: Not ordinarily required in other- 
wise healthy patients. Drug Interactions: Additive CNS depressant effects with 
other psychotropics, anticonvulsants, antihistamines, ethanol and other CNS 
depressants. Plasma levels of imipramine and desipramine are increased. 
Pharmacokinetic interactions with other drugs have been reported. Cimetidine 
can delay clearance of benzodiazepines. Drug/Laboratory Test Interactions: No 
consistent pattern for a drug or test. Carcinogenesis, Mutagenesis, Impairment of 
Fertility: No carcinogenic potential or impairment of fertility in rats, Pregnancy: 
See Warnings. Nonteratogenic Effects: The child born of a mother on benzo- 
diazepines may be at some risk for withdrawal symptoms. neonatal flaccidity 
and respiratory problems. Labor and Delivery: No established use. Nursing 
Mothers: Benzodiazepines are excreted in human milk. Women on XANAX 
should not nurse. Pediatric Use: Safety and effectiveness in children below 
the age of 18 have not been established. 

ADVERSE REACTIONS 

Side effects are generally observed at the beginning of therapy and usually 
disappear with continued medication. In the usual patient, the most frequent 
side effects are likely to be an extension of the pharmacologic activity of 
XANAX, e.g. drowsiness or lightheadedness. 

Central nervous system: Drowsiness, lightheadedness, depression, headache. 
confusion. insomnia. nervousness. syncope, dizziness, akathisia, and tired- 
ness/sleepiness. Gastrointestinal: Dry mouth, constipation, diarrhea, nausea/ 
vomiting. and increased salivation. Cardiovascular. Tachycardia/palpitations, 
and hypotension. Sensory: Blurred vision. Musculoskeletal: Rigidity and tremor. 
Cutaneous: Dermatitis/allergy. Other side effects: Nasal congestion. weight gain. 
and weight loss. 

Withdrawal seizures with rapid decrease or abrupt discontinuation. (See 
Warnings.) 

The following adverse events have been reported with benzodiazepines: 
dystonia, irritability, concentration difficulties, anorexia, transient amnesia or 
memory impairment, loss of coordination, fatigue, seizures, sedation, slurred 
speech; jaundice, musculoskeletal weakness, pruritus, diplopia, dysarthria, 
cl 


anges in libido. menstrual irregularities, incontinence, and urinary retention. 


Paradoxical reactions such as stimulation, agitation, rage. increased muscle 
spasticity. sleep disturbances, and hallucinations may occur Should these 
occur discontinue the drug. 

During prolonged treatment. periodic blood counts, urinalysis, and blood 
chemistry analysis are advisable. Minor EEG changes, of unknown signifi- 
cance! have been observed. 

Liver enzyme elevations, gynecomastia and galactorrhea have been re- 
ported but no causal relationship was established. 

DRUG ABUSE AND DEPENDENCE 

Physical and Psychological Dependence: Withdrawal symptoms including seizures 
have occurred following abrupt discontinuance or rapid dose reduction of 
benzodiazepines.(See Wamings.) Dosage should be gradually tapered under 
close supervision. Patients with a history of seizures or epilepsy should not 
be abruptly withdrawn from XANAX. Addiction-prone individuals should be 
under careful surveillance. Controlled Substance Class: XANAX is a controlled 
substance and has been assigned to schedule IV. 

OVERDOSAGE 

Manifestations include somnolence, confusion, impaired coordination, 
diminished reflexes and coma. No delayed reactions have been reported. 
DOSAGE AND ADMINISTRATION 

Dosage should be individualized. 

The usual starting dose is 0.25 to 0.5 mg, ti.d. Maximum total daily dose is 4 
mg. In the elderly or debilitated, the usual starting dose is 0.25 mg, two or 
three times daily. Reduce dosage gradually when terminating therapy, by 
no more than 0.5 mg every three days. 

HOW SUPPLIED 
XANAX Tablets are available as 0.25 mg.0.5 mg.and 1 mg tablets. 
CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT 


PRESCRIPTION. B-8-S 
| Upjohn | THE UPJOHN COMPANY J-2252 
Kalamazoo, Michigan 49001, USA November, 1989 
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Official Position Statements 
and 


Task Force Reports 
of the 
American Psychiatric Association 





Compiled by the APA Library, this 
index includes citations from 1948 through June, 
1989. Citations are indexed both chronologically 
and by keywords. Designed for quick reference 
only, the full text of any items cited in the Index is 
available from the APA Library. 
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drugstore 
offered me 
a cheaper 
medicine... 


I didn't know 
what to say. 


Avoid confusion... 
always specify 


Stelazine 


trifluoperazine HCI 


Available in Tablets: 1, 2, 5 and 10 mg 
Multiple-dose Vials: 10 mL (2 mg/mL) 
Concentrate: 10 mg/mL 


Before prescribing, please see brief summary of 
prescribing information on adjacent page. 


SKSSF LAB CO. 


Manufactured and distributed by SK&F Lab Co., Cidra, P.R. 00639 ©SK&F Lab Co., 1990 





Stelazine’ 
zine brand of 


trifluoperazine HCI 


Before prescribing, see complete prescribing Information In SK&F Lab Co. 
literature or PDR. The following Is a brief summary. 


Contraindications: Comatose or greatly depressed states due to C.N.S. depressants, blood 
dyscrasias; bone marrow depression; liver damage. 


Warnings: Tardive dyskinesia (TD) may develop in patients treated with neuroleptic (antipsy- 
chotic) drugs. The risk of TD and likelihood of irreversibility are thought to increase as duration 
of treatment and total cumulative neuroleptic dose increase. Much less commonly, the syn- 
drome can develop after relatively brief treatment at low doses. There is no known treatment 
for TD, although it may remit if neuroleptics are withdrawn. Neuroleptic treatment may 
suppress signs and symptoms of the syndrome and thereby mask the underlying disease 
process. To minimize risk of TD, generally reserve chronic neuroleptic treatment for patients 
who suffer from chronic illness that responds to neuroleptics and for whom alternative, 
effective, less harmful treatments are not available or appropriate. In patients requiring chronic 
treatment, the minimal effective dose and shortest duration of treatment should be sought. 
Periodically reassess need for continued treatment. If signs and symptoms of TD appear, 
discontinuation of neuroleptics should be considered. (See PRECAUTIONS.) 


Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex, has been 
reported in association with antipsychotic drugs. Clinical manifestations include: Hyper- 
pyrexia, muscle rigidity, altered mental status and evidence of autonomic instability. 


The management of NMS should include 1) immediate discontinuation of antipsychotic drugs 
and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment, if available, of any concomitant serious medical 
problems. 


“Stelazine’ Concentrate contains sodium bisulfite, which may cause allergic-type reactions 
including anaphylactic symptoms or asthmatic episodes in certain susceptible people. The 
prevalence of sulfite sensitivity in the general population is unknown and probably low and is 
seen more frequently in asthmatic than in non-asthmatic people. 


Generally avoid using in patients hypersensitive (e.g., have had blood dyscrasias, jaundice) 

to any phenothiazine. Caution patients about activities requiring alertness (e.g., operating 
vehicles or machinery), especially during the first few days’ therapy. Additive depressant effect 
is possible with other C.N.S. depressants, including alcohol. Do not use in pregnancy except 
when essential and potential benefits clearly outweigh possible hazards. Prolonged jaundice, 
extrapyramidal signs, hyperreflexia and hyporeflexia have been reported in newborns whose 
mothers received phenothiazines. There is evidence that phenothiazines are excreted in the 
breast milk of nursing mothers. 


Precautions: Since some patients chronically exposed to neuroleptics will develop tardive 
dyskinesia, it is advised that, if possible, full information about this risk be given to patients or 
their guardians when chronic use is contemplated. 


Use cautiously in angina. Avoid high doses and parenteral use when cardiovascular system is 
impaired since hypotension has occurred. Antiemetic effect may mask the signs of overdosage 
of other drugs or obscure diagnosis and treatment of certain physical disorders. Prolonged use 
of high doses may result in cumulative effects with severe C.N.S. or vasomotor symptoms. If 
retinal changes occur, discontinue drug. Agranulocytosis, thrombocytopenia, pancytopenia, 
anemia, cholestatic jaundice, liver damage have been reported. Use cautiously in patients with 
glaucoma. 


Patients with a history of long-term therapy with ‘Stelazine’ and/or other neuroleptics should 
be evaluated periodically for possible dosage adjustment or discontinuance of drug therapy. 
Neuroleptic drugs cause elevated prolactin levels that persist during chronic use. Since approxi- 
mately one-third of human breast cancers are prolactin-dependent in vitro, this elevation is of 
potential importance if neuroleptic drug use is contemplated in a patient with a previously 
detected breast cancer. However, clinical and epidemiologic studies to date have not shown 
an association between the chronic use of neuroleptic drugs and mammary tumorigenesis. 
Chromosomal aberrations in spermatocytes and abnormal sperm have been demonstrated in 
rodents treated with certain neuroleptics. Use cautiously in persons who will be exposed to 
extreme heat. 


Phenothiazines may diminish the effect of oral anticoagulants. Phenothiazines can produce 
alpha-adrenergic blockade. Concomitant use of phenothiazines with propranolol increases 
plasma levels of both drugs. Concurrent use of phenothiazines may counteract antinyperten- 
sive effects of guanethidine and related compounds. Thiazide diuretics may accentuate the 
orthostatic hypotension that may occur with phenothiazines. Phenothiazines may lower the 
convulsive threshold and may also precipitate phenytoin toxicity; dosage adjustments of 
anticonvulsants may be necessary. If neuromuscular reactions occur in pregnant women, or in 
children, permanently stop neuroleptic therapy. Patients should not receive ‘Stelazine’ 48 
hours before or 24 hours after myelography with the contrast medium metrizamide. The 
presence of phenothiazines may produce false positive phenylketonuria (PKU) test results. 


Adverse Reactions: Drowsiness, dizziness, skin reactions, rash, dry mouth, insomnia, 
amenorrhea, fatigue, muscular weakness, anorexia, lactation, blurred vision. Neuromuscular 
(extrapyramidal) reactions: motor restlessness, dystonias, pseudo-parkinsonism, tardive 
dyskinesia, and a variant, tardive dystonia. 


Other adverse reactions reported with Stelazine (trifluoperazine HCI, SK&F) or 
other phenothiazines: Some adverse effects are more frequent or intense in specific 
disorders (e.g., mitral insufficiency or pheochromocytoma). 


Grand mal and petit mal convulsions, particularly in the presence, or with history, of EEG 
abnormalities; altered cerebrospinal fluid proteins; cerebral edema; prolongation and intensifi- 
cation of the action of C.N.S. depressants, atropine, heat, and organophosphorus insecticides; 
nasal congestion, headache, nausea, constipation, obstipation, adynamic ileus, ejaculatory 
disorders/impotence, priapism, atonic colon, urinary retention, miosis and mydriasis; reactiva- 
tion of psychotic processes, catatonic-like states, hypotension (sometimes fatal); cardiac arrest; 
leukopenia, eosinophilia, pancytopenia, agranulocytosis, thrombocytopenic purpura, hemo- 
lytic anemia, aplastic anemia, jaundice, biliary stasis, hyper weenie, hypoglycemia, glycos- 
uria, menstrual irregularities, galactorrhea, gynecomastia, false positive pregnancy tests, 
photosensitivity, itching, erythema, urticaria, eczema up to exfoliative dermatitis, asthma, 
laryngeal edema, angioneurotic edema, anaphylactoid reactions, peripheral edema; reversed 
epinephrine effect; hyperpyrexia; mild fever after large I.M. doses; increased appetite; in- 
creased weight; a systemic lupus erythematosus-like syndrome; pigmentary retinopathy; with 
prolonged administration of substantial doses, skin pigmentation, epithelial keratopathy, and 
lenticular and corneal deposits; neuroleptic malignant syndrome, which may be fatal; EKG 
changes—particularly nonspecific, usually reversible Q and T wave distortions—have been 
observed. Temporary nausea, vomiting, dizziness, and tremulousness may follow abrupt 
cessation of high-dose therapy. NOTE: Sudden death in patients taking phenothiazines 
(apparently due to cardiac arrest or asphyxia due to failure of cough reflex) has been reported. 


SKSSF LAB CO. 


Manufactured and distributed by 
SK&F Lab Co., Cidra, PR. 00639 
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ASSOCIATION OF 
PROFESSIONAL 
SLEEP SOCIETIES 


4TH ANNUAL MEETING 


MINNEAPOLIS, MN 
HYATT REGENCY 
JUNE 27-JULY 1,1990 


e SLEEP DISORDERED BREATHING 
e NEUROPHYSIOLOGY 
e INSOMNIA 
e NARCOLEPSY 
e SLEEP & DEPRESSION 
e CIRCADIAN RHYTHMS 
e DREAMING & BEHAVIOR 
e CHOLINERGIC MECHANISMS 
IN REM SLEEP 
e METHODOLOGY OF SLEEP STUDIES 


THESE TOPICS AND OTHERS WILL BE 
COVERED IN FREE COMMUNICATION, 
SYMPOSIA, COURSES AND MEET THE 
PROFESSOR OPPORTUNITIES. 


FOR FURTHER INFORMATION CONTACT: 
ASSOCIATION OF 

PROFESSIONAL SLEEP SOCIETIES 

604 SECOND STREET, S.W. 
ROCHESTER, MN 55902 

(507) 287-6006 


A spectrum of reasons 
to write D.A.W. 
when you prescribe 


Norpramin” z sson 
(desipramine hydrochloride tablets USP) 
A logical choice among antidepressants 


A 25-year history of proven clinical usefulness with unsurpassed 
flexibility of dosage provided by 6 tablet strengths, color coded to 
ensure exact identification. It also offers dose equivalence that permits 
prescribing one tablet of greater strength in place of multiple doses of 
lesser strengths, resulting in increased patient compliance and greater 
than 20% cost savings. 


(Brief Summary of Prescribing Information appears on the next page.) 








Ensure the maximum 
benefits of Norpramin 
by specifying “Dispense 
As Written.” 


= A 25-year record of 
efficacy in relieving the 
symptoms of 
depression* 


= Less anticholinergic 
activity than 
amitriptyline or 
doxepin* 


= Usually no excessive 
daytime drowsiness 
(see Warnings)* 


Norpramin 


(desipramine 
hydrochloride tablets USP) 


“References supporting these statements 
available from MERRELL DOW 
PHARMACEUTICALS INC., Cincinnati, Ohio 
45242. 


tNorpramin does not usually inhibit normal 
activity, although patients should be cautioned 
against driving or operating machinery if 
drowsiness occurs (see Warnings, Precautions, 
and Adverse Reactions). 


8-1912 (NRO81) February, 1989 Printed in U.S.A. 


Norpramin®¢ 





10, 25, 50, 75, 100, 150 mg 


(desipramine hydrochloride tablets USP): 


in 
Norpramin 
(desipramine hydrochloride tablets USP) 


BRIEF SUMMARY 

CAUTION: Federal law prohibits dispensing without prescription, 

INACTIVE INGREDIENTS 

The following inactive ingredients are contained in all dosage strengths: acacia, calcium 

Carbonate, com starch, D&C Red No. 30 and D&C Yellow No. 10 (except 10 mg and 150 mg), 

FD&C Blue No. 1, FD&C Red No. 3, FD&C Yellow No. 6, hydrogenated soy oil, iron oxide, 

light mineral oil, magnesium stearate, mannitol, polyethylene glyco! 8000, pregelatinized 

Com starch, sodium benzoate (except 150 mg), sucrose, talc, titanium dioxide, and other 

ingredients. 

CLINICAL PHARMACOLOGY 

Metabolism 

The rate of metabolism of tricyclic antidepressants varies widely from individual to 

individual, chiefly on a genetically determined basis. In general, the elderly metabolize 

tricyclic antidepressants more slowly than do younger adults. 

Certain drugs, particularly the psychostimulants and the phenothiazines, increase plasma 

levels of concomitantly administered tricyclic antidepressants through competition for the 

same metabolic enzyme systems. Other substances, particularly barbiturates and alcohol, 
induce liver enzyme activity and thereby reduce tricyclic antidepressant plasma levels, 

Similar effects have been reported with tobacco smoke. 

Additional information on metabolism appears in Full Prescribing Information, 

CONTRAINDICATIONS 

Desipramine hydrochloride should not be given in conjunction with, or within 2 weeks of, 

treatment with an MAO inhibitor drug; hyperpyretic crises, severe convulsions, and death 

have occurred in patients taking MAO inhibitors and tricyclic antidepressants. When 

Norpramin (desipramine hydrochloride) is substituted for an MAO inhibitor, at least 2 weeks 

should elapse between treatments. Norpramin should then be started cautiously and should 

be increased gradually. 

The drug is contraindicated in the acute recovery period following myocardial infarction. It 

should not be used in those who have shown prior hypersensitivity to the drug. Cross 

Sensitivity between this and other dibenzazepines is a possibility. 

WARNINGS 
1. Extreme caution should be used when this drug is given in the following situations: 

a. In patients with cardiovascular disease, because of the possibility of conduction 

defects, arrhythmias, tachycardias, strokes, and acute myocardial infarction, 

b. In patients with a history of urinary retention or glaucoma, because of the 

anticholinergic properties of the drug. 

C. In patients with thyroid disease or those taking thyroid medication, because of the 

possibility of cardiovascular toxicity, including arrhythmias, 

d. In patients with a history of seizure disorder, because this drug has been shown to 
lower the seizure threshold. 

This drug is capable of blocking the antihypertensive effect of guanethidine and 

similarly acting compounds. 

USE IN PREGNANCY 

Safe use of desipramine hydrochloride during pregnancy and lactation has not been 

established; therefore, if it is to be given to pregnant patients, nursing mothers, or 

women of childbearing potential, the possible benefits must be weighed against the 
possible hazards to mother and child. Animal reproductive studies have been 
inconclusive. 

USE IN CHILDREN 

Norpramin (desipramine hydrochloride) is not recommended for use in children since 

safety and effectiveness in the pediatric age group have not been established. (See 

ADVERSE REACTIONS, Cardiovascular.) 

The patient should be cautioned that this drug may impair the mental and/or physical 

abilities required for the performance of potentially hazardous tasks such as driving a 

car or operating machinery. 

In patients who may use alcohol excessively, it should be borne in mind that the 

potentiation may increase the danger inherent in any suicide attempt or overdosage. 

PRECAUTIONS 
1. It is important that this drug be dispensed in the least possible quantities to depressed 

outpatients, since suicide has been accomplished with this class of drug. Ordinary 

prudence requires that children not have access to this drug or to potent drugs of any 

kind; if possible, this drug should be dispensed in containers with child-resistant 

safety closures. Storage of this drug in the home must be supervised responsibly. 

ibs adverse el occur, dosage should be reduced or treatment should 
altered. 

Norpramin (desipramine hydrochloride) therapy in patients with manic-depressive 

illness may induce a hypomanic state after the depressive phase terminates. 

The drug may cause exacerbation of psychosis in schizophrenic patients. 

. Close supervision and careful adjustment of dosage are required when this drug is 

given concomitantly with anticholinergic or thomimetic drugs. 

Patients should be warned that while taking this drug their response to alcoholic 

beverages may be exaggerated. 

Clinical experience in the concurrent administration of ECT and antidepressant drugs is 

limited. Thus, if such treatment is essential, the possibility of increased risk relative 

to benefits should be considered. 

If Norpramin (desipramine hydrochloride) is to be combined with other psychotropic 

agents such as tranquilizers or sedative/hypnotics, careful consideration should be 

given to the pharmacology of the agents employed since the sedative effects of 

Norpramin and benzodiazepines (e.g., chlordiazepoxide or diazepam) are additive. Both 

the sedative and anticholinergic of the major tranquilizers are also additive to 

those of Norpramin. 

. Concurrent administration of cimetidine and tricyclic antidepressants can produce 
Clinically significant increases in the plasma levels of the tricyclic antidepressants. 
Conversely, decreases in plasma levels of the tricyclic antidepressants have been 
reported upon discontinuation of cimetidine which may result in the loss of the 
therapeutic efficacy of the tricyclic antidepressant. 

. This drug should be discontinued as soon as possible prior to elective surgery because 
of the possible cardiovascular effects. Hypertensive episodes have been observed 
during surgery in patients taking desipramine hydrochloride. 

11. Both elevation and lowering of blood sugar levels have been reported. 

12. Leukocyte and differential counts should be performed in any patient who develops 
fever and sore throat during therapy; the drug should be discontinued if there is 
evidence of pathologic neutrophil depression. 

ADVERSE REACTIONS 

Note: Included in the following listing are a few adverse reactions that have not been 

reported with this specific drug. However, the pharmacologic similarities among the 

tricyclic antidepressant drugs require that each of the reactions be considered when 

Norpramin (desipramine hydrochloride) is given. 

Cardiovascular: hypotension, hypertension, tachycardia, palpitation, arrhythmias, heart 

block, myocardial infarction, stroke. There has been a report of an "acute collapse” and 
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“sudden death” in an eight-year old (18 kg) male, treated for two years for hyperactivity. 
(See WARNINGS, Use in Children.) 
Psychiatric: confusional states (especially in the elderly) with hallucinations, disorienta- 
tion, delusions; anxiety, restlessness, agitation; insomnia and nightmares; hypomania; 
exacerbation of psychosis. 
Neurologic: numbness, tingling, paresthesias of extremities; incoordination, ataxia, 
tremors; peripheral neuropathy; extrapyramidal symptoms; seizures; alteration in EEG 
patterns; tinnitus. 
Anticholinergic: dry mouth, and rarely associated sublingual adenitis; blurred vision, 
disturbance of accommodation, mydriasis, increased intraocular pressure; constipation, 
paralytic ileus; urinary retention, delayed micturition, dilatation of urinary tract. 
Allergic: skin rash, petechiae, urticaria, itching, photosensitization (avoid excessive 
exposure to sunlight), edema (of face and tongue or general), drug fever, cross sensitivity 
with other tricyclic drugs. 
Hematologic: bone marrow depressions including agranulocytosis, eosinophilia, purpura, 
ja. 
Gastrointestinal: anorexia, nausea and vomiting, epigastric distress, peculiar taste, 
abdominal cramps, diarrhea, stomatitis, black tongue. 
Endocrine: gynecomastia in the male, breast enlargement and galactorrhea in the female; 
increased or decreased libido, impotence, painful ejaculation, testicular swelling; 
elevation or depression of blood sugar levels; syndrome of inappropriate antidiuretic 
hormone secretion (SIADH). a 
Other: jaundice (simulating obstructive), altered liver function; weight gain or loss; 
perspiration, flushing; urinary frequency, nocturia; parotid swelling; drowsiness, dizziness“ 
weakness and fatigue, headache; alopecia. 
Withdrawal Symptoms: Though not indicative of addiction, abrupt cessation of treatment 
after prolonged therapy may produce nausea, headache, and malaise. 
OVERDOSAGE 
There is no specific antidote for desipramine, nor are there specific phenomena of 
diagnostic value characterizing poisoning by the drug. 
Within an hour of ingestion the patient may become agitated or stuporous and then 
comatose. Hypotension, shock, and renal shutdown may ensue. Grand mal seizures, both 
early and late after ingestion, have been reported. Hyperactive reflexes, hyperpyrexia, 
muscle rigidity, vomiting, and ECG evidence of impaired conduction may occur. Serious 
disturbances of cardiac rate, rhythm, and output can occur. The precepts of early evacuation 
of the ingested material and subsequent support of respiration (airway and movement), 
circulation, and renal output apply. 
The principles of management of coma and shock by means of the mechanical respirator, 
cardiac pacemaker, monitoring of central venous pressure, and regulation of fluid and acid- 
base balance are well known in most medical centers and are not further discussed here. 
Because CNS involvement, respiratory depression, and cardiac arrhythmia can occur 
suddenly, hospitalization and close observation are generally advisable, even when the 
amount ingested is thought to be small or the initial degree of intoxication appears slight or 
moderate. Most patients with ECG abnormalities should have continuous cardiac monitoring 
for at least 72 hours and be closely observed until well after cardiac status has returned to 
normal; relapses may occur after apparent recovery. 
The slow intravenous administration of physostigmine salicylate has been reported to 
reverse most of the anticholinergic cardiovascular and CNS effects of overdose with 
tricyclic antidepressants. In adults, 1 to 3 mg has been reported to be effective. In children, 
the dose should be started with 0.5 mg and repeated at 5-minute intervals to determine the 
minimum effective dose; no more than 2 mg should be given. Because of the short duration 
of action of physostigmine, the effective dose should be repeated at 30-minute to 60- 
minute intervals, as necessary. Rapid injection should be avoided to reduce the possibility 
of physostigmine-induced convulsions. 
Other possible therapeutic considerations include: 
(a) Dialysis: Desipramine is found in low concentration in the serum, even after a 
massive oral dose. In vitro experiments in which blood bank blood was used indicate 
that it is very poorly dialyzed. Because of indications that the drug is secreted in» 
gastric juice, constant gastric lavage has been suggested. we 
(b) Pharmacologic treatment of shock: Since desipramine potentiates the action of 
such vasopressor agents as levarterenol and metaraminol, they should be used only 
with caution. 
(c) Pharmacologic control of seizures: Intravenous barbiturates are the treatment of 
choice for the control of grand mal seizures. One may, alternatively, consider the 
parenteral use of diphenylhydantoin, which has less central depressant effect but 
also has an effect on heart rhythm that kas not yet been fully defined. 
(d) Pharmacologic control of cardiac function: Severe disturbances of cardiac rate, 
thythm, and output are probably the initiating events in shock. Intravascular volume 
must be maintained by i.v. fluids. Digitalization should be carried out early in view 
of the fact that a positive inotropic effect can be achieved without increase in 
cardiac work. Many of the cardiodynamic effects of digitalis are the exact opposite 
of those of massive doses of desipramine (animal studies). 
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Introducing 
HALDOL Decanoate 


(HALOPERIDOL) INJECTION 


New 100 mg/mL formulation is twice the concentration 
of the original 50 mg/mL decanoate formulation 


E For many patients, fewer injections 
per dose may reduce anxiety and 
enhance patient compliance 


W Multi-dose vial packaging means 
convenience for you and your staff 


Please see brief summary of Prescribing Information 
on next page. 


CEUTICAL 


McNEILAB, INC , Spring House. PA 19477 


(HALOPERIDOL) INJECTION = 100mg/mL 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION 50mg/mL 


© MCNEILAB, INC., 1989 





HALDOL Decanoate 100 


(HALOPERIDOL) INJECTION  100mg/mL 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION  50mg/mL 


For IM Injection Only 


The following is a brief summary only. Before prescribing, see complete prescribing 
information in RALDOL and HALDOL. Decanoate product labeling. 


Contraindications: Since the pharmacologic and clinical actions of HALDOL Decanoate 50 and 
HALDOL Decanoate 100 are attributed to HALDOL haloperidol as the active medication, Contrain- 
dications, Warnings, and additional information are those of HALDOL, modified to reffect the 
prolonged action. 
HALDOL is contraindicated in severe toxic central nervous system depression or comatose 
states from any cause and in individuals who are hypersensitive to this drug or have Parkinson's 
Isease. 


Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irevers- 
ible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially 
elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of 
antipsychotic treatment, which patients are likely to develop the syndrome. Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown. Both the risk of 
developing tardive dyskinesia and the likelihood that it will become irreversible are believed to 
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs 
administered to the patient increase. However, the syndrome can develop, although much less 
commonly, after relatively brief treatment periods at low doses. There is no known treatment for 
established cases of tardive dyskinesia, although the syndrome may remit, partially or completely, 
if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself, however, may suppress (or 
partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the 
underlying process. The effect that symptomatic suppression has upon the long-term course of 
the syndrome is unknown. Given these considerations, antipsychotic drugs should be prescribed 
in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should generally be reserved for patients who suffer from a chronic illness 
that 1) is known to respond to antipsychotic drugs, and 2) for whom alternative, equally effective, 
but potentially less harmful treatments are not available or appropriate. In patients who do require 
chronic treatment, the smallest dose and the shortest duration of treatment producing a satisfac- 
tory clinical response should be sought. The need for continued treatment should be reassessed 
periodically. If signs and symptoms of tardive dyskinesia appear in a patient on antipsychotics, 
drug discontinuation should be considered. However, some patients may require treatment despite 
the presence of the syndrome. (For further information about the description of tardive dyskinesia 
andits clinical detection, please refer to ADVERSE REACTIONS) 

Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom complex sometimes 
referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with 
antipsychotic drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
mental status (including catatonic signs) and evidence of autonomic instability (irregular pulse or 
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). Additional signs may include 
elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. The 
diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is 
important to identify cases where the clinical presentation includes both serious medical illness 
{eg., pneumonia, systemic infection, etc) and untreated or inadequately treated extrapyramidal 
signs and symptoms (EPS). Other important considerations in the differential diagnosis include 
central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system (CNS) 
pathology. The management of NMS should include 1) immediate discontinuation of antipsychotic 
drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment of any concomitant serious medical problems for which 
specific treatments are available. There is no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS. If a patient requires antipsychotic drug treatment after 
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered, 
The patient should be carefully monitored, since recurrences of NMS have been reported. 
Hyperpyrexia and heat stroke, not associated with the above symptom complex, have also been 
reported with HALDOL. 

Usage in Pregnancy: (see PRECAUTIONS—Usage in Pregnancy) Combined Use With Lithium: 
(see PRECAUTIONS—Drug Interactions) 

Generat: Bronchopneumonia, sometimes fatal, has followed use of antipsychotic drugs, includ- 
ing haloperidol. Prompt remedial therapy should be instituted if dehydration, hemoconcentration or 
reduced pulmonary ventilation occur, especially in the elderly. Decreased serum cholesterol and/or 
cutaneous and ocular changes have been reported with chemically-related drugs, although not 
with haloperidol. See PRECAUTIONS—Information for Patients for information on mental and/or 
physical abilities and on concomitant use with other substances. 


Precautions: Administer cautiously to patients: (1) with severe cardiovascular disorders, due to the 
possibility of transient hypotension and/or precipitation of anginal pain (if a vasopressoris required, 
epinephrine should not be used since HALDOL may block its vasopressor activity and paradoxical 
further lowering of blood pressure may occur; metaraminol, phenylephrine or norepinephrine 
should be used); (2) receiving anticonvulsant medications, with a history of seizures, or with EEG 
abnormalities, because HALDOL may lower the convulsive threshold. If indicated, adequate 
anticonvulsant therapy should be concomitantly maintained, (3) with known allergies or a history of 
allergic reactions to drugs; (4) receiving anticoagulants, since an isolated instance of interference 
occurred with the effects of one anticoagulant (phenindione). Concomitant antiparkinson medica- 
tion, if required, may have to be continued after HALDOL is discontinued because of different 
excretion rates; if both are discontinued simultaneously, extrapyramidal symptoms may cceur. 
Intraocular pressure may increase when anticholinergic drugs. including antiparkinson drugs, are 
administered concomitantly with HALDOL. When HALDOL is used for mania in bipolar disorders, 
there may be a rapid mood swing to depression, Severe neurotoxicity may occur in patients with 
thyrotoxicosis receiving antipsychotic medication, including HALDOL. 


The 1, 5, 10 mg HALDOL tablets contain FD&C Yellow No. 5 (tartrazine) which may cause 
allergic-type reactions (including bronchial asthma) in certain susceptible individuals, especially in 
those who have aspirin hypersensitivi:y 

information for Patients: Mental andjor physical abilities required for hazardous tasks or driving 
may be impaired. Alcohol should be avoided due to possible additive effects and hypotension. 

Drug interactions: Patients receiving lithium plus haloperidol should be monitored closely for 
early evidence of neurological toxicity and treatment discontinued promptly if such signs appear. 
As with other antipsychotic agents, it should be noted that HALDOL may be capable of potentiating 
CNS depressants suchas anesthetics, opiates, and alcohol, 

Carcinogenesis, Mutagenesis and impairment of Fertility: No mutagenic potential of haloperi- 
dol decanoate was found in the Ames Salmonella microsomal activation assay. 

Carcinogenicity studies using oral haloperidol were conducted in Wistar rats dosed at up to 5 
mg/kg daily for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg daily for 18 months}. In 
the rat study survival was less than optimal in all dose groups, reducing the number of rats at risk 
for developing tumors. However, although a relatively greater number of rats survived to the end of 
the study in high dose male and female groups, these animals did not have a greater incidence of 
tumors than control animals, Therefore, although not optimal, this study does suggest the absence 
ofa haloperidol related increase in the incidence of neoplasia in rats at doses up to 20 times the 
usual daily human dose for chronic cr resistant patients. in female mice at 5 and 20 times the 
highest initial daily dose for chronic o* resistant patients, there was a Statistically significant 
increase in mammary gland neoplasia and total tumor incidence; at 20 times the same daily dose 
there was a statistically significant increase in pituitary gland neoplasia. In male mice, no 
statistically significant differences in incidences of total tumors or specific tumor types were noted, 

_ Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic administration. 
Tissue culture experiments indicate that approximately one-third of hurnan breast cancers are 
prolactin dependent in vitro, a factor of potential importance if the prescription of these drugs is 
contemplated in a patient with a previously detected breast cancer. Although disturbances such as 
galactorrhea, amenorrhea, gynecomast a, and impotence have been reported, the clinical signifi- 
cance of elevated serum prolactin levels is unknown for most patients. An increase in mammary 
neoplasms has been found in rodents after chronic administration of antipsychotic drugs. Neither 
clinical studies nor epidemiologic studias conducted to date, however, have shown an association 
between chronic administration of these drugs and mammary tumorigenesis: the available 
evidence is considered too limited to be conclusive at this time. 

Usage in Pregnancy: Pregnancy Category C. Safe use in pregnancy or in women likely to 
rl pregnant has not been established; use only if benefit clearly justifies potential hazards to 
the fetus. 

Nursing Mothers: Infants should not be nursed during drug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness of intramuscular 
administration in children have not been conducted. 


Adverse Reactions: Adverse reactions following the administration of HALDOL Decanoate 50 or 
HALDOL Decanoate 100 are those of HALDOL haloperidol. Since vast experience has accumu- 
lated with HALDOL, the adverse reactions are reported for that compound as well as for 
haloperidol decanoate. As with all inectable medications, local tissue reactions have been 
reported with haloperidol decanoate. 

CNS Effects: Extrapyramidal Reacticns—Neuromuscular (extrapyramidal) reactions have been 
reported frequently, often during the first few days of treatment. Generally they involved Parkin- 
son-like symptoms which when first observed were usually mild to moderately severe and usually 
reversible. Other types of neuromuscular reactions (motor restlessness, dystonia, akathisia, 
hyperrefiexia, opisthotonos, oculogyric crises) have been reported far less frequently, but were 
often more severe. Severe extrapyram dal reactions have been reported at relatively low doses. 
Generally, extrapyramidal symptoms are dose-related since they occur at relatively high doses and 
disappear or become less severe when the doseis reduced. Antiparkinson drugs may be required. 
Persistent extrapyramidal reactions have seen reported and the drug may have to be discontinued 
in such cases. Withdrawal Emergent Neurological Signs—Abrupt discontinuation of short-term 
antipsychotic therapy is generally uneventful. However, some patients on maintenance treatment 
experience transient dyskinetic signs after abrupt withdrawal. In certain cases these are indistin- 
guishable from “Tardive Dyskinesia” except for duration. itis unknown whether gradual withdrawal 
will reduce the occurrence of these signs, but until further evidence is available HALDOL should be 
gradually withdrawn. Tardive Dyskinesta—As with all antipsychotic agents HALDOL has been 
associated with persistent dyskinesias. Tardive dyskinesia, a syndrome consisting of potentially 
irreversible, involuntary, dyskinetic movements, may appear in some patients on long-term therapy 
or may occur after drug therapy has been discontinued. The risk appears to be greater in elderly 
patients on high-dose therapy, especially females. The symptoms are persistent and in some 
patients irreversible. The syndrome is cnaracterized by rhythmical involuntary movements of 
tongue, face, mouth or jaw (@g., protrus‘on of tongue, puffing of cheeks, puckering of mouth, 
chewing movements). Sometimes these may be accompanied by involuntary movements of 
extremities and the trunk. There is no known effective treatment for tardive dyskinesia; antiparkin- 
son agents usually do not alleviate the symptoms of this syndrome. It is suggested that all 
antipsychotic agents be discontinued if these symptoms appear Should it be necessary to 
reinstitute treatment, or increase the dcsage of the agent. or switch to a different antipsychotic 
agent, this syndrome may be masked. It ras been reported that fine vermicular movement of the 
tongue may be an early sign of tardive dyskinesia and if the medication is stopped at that time the 
full syndrome may not develop. Tardive Dystonia—Tardive dystonia. not associated with the above 
syndrome, has also been reported. Tardive dystonia is characterized by delayed onset of choreic or 
dystonic movements. is often persistent, and has the potential of becoming irreversible. Other CNS 
Effects—insomnia, restlessness, anxiety, euphoria, agitation, drowsiness, depression, lethargy, 
headache, confusion, vertigo, grand mat seizures, and exacerbation of psychotic symptoms 
including hallucinations, and catatonic-like behavioral states which may be responsive to drug 
withdrawal and/or treatment with anticholinergic drugs. 

Body as a Whole: Neuroleptic malignart syndrome (NMS), hyperpyrexia and heat stroke have 
been reported with HALDOL. (See WARNINGS for further information concerning NMS) Cardio- 
vascular Effects; Tachycardia, hypotension, hypertension and ECG changes. Hematologic 
Effects: Reports of mild, usually transiert ‘eukopenia and leukocytosis, minimal decreases in red 
blood cell counts, anemia, or a tendercy toward lymphomonocytosis; agranulocytosis rarely 
reported and only in association with other medication. Liver Effects. Impaired liver function and/or 
jaundice. Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of 
photosensitivity, loss of hair Endocrine Disorders: Lactation, breast engorgement, mastalgia, 
menstrual irregularities, gynecomastia, impotence, increased libido, hyperglycemia, hypoglycemia 
and hyponatremia. Gastrointestinal Effects: Anorexia, constipation, diarrhea, hypersalivation, 
dyspepsia, nausea and vomiting. Autcnomic Reactions: Dry mouth, blurred vision, urinary 
retention, diaphoresis, and priapism. Respiratory Effects: Laryngospasm, bronchospasm and 
increased depth of respiration. Special Senses: Cataracts, retinopathy and visual disturbances, 
Other: Cases of sudden and unexpected death have been reported in association with the 
administration of HALDOL. The nature of the evidence makes it impossible to determine 
definitively what role, if any, HALDOL played in the outcome of the reported cases. The possibility 
that HALDOL caused death cannot, of course, be excluded, but it is to be kept in mind that sudden 
and unexpected death may occur in psychotic patients when they go untreated or when they are 
treated with other antipsychotic drugs. 


IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoate 
products are administered or prescribed, 
For information on symptoms and treatment of overdosage, see full prescribing 
information. 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 
patients with moderately severe to very severe symptoms. 
McNeil Pharmaceutical, McNEILAB, INC., Spring House, PA 19477 
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For free listing of your organization's official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


JUNE 


June 3—6, annual meeting, Canadian College of Neuropsy- 
chopharmacology, Banff, Alberta. Contact Glen Baker, 
Chairman, Organizing Committee, Neurochemical Research 
Unit, Department of Psychiatry, Mackenzie Centre, Univer- 
sity of Alberta, Edmonton, Alberta, Canada, T6G 2B7; 403- 
492-6591, 


June 5—6, international conference, “Autoimmunity—new 
targets and therapeutic approaches,” Royal College of Phy- 
sicians, London. Contact Renata Duke, IBC Technical Serv- 
ices Ltd., Bath House (3rd Floor), 56 Holborn Viaduct, Lon- 
don, EC1A 2EX, United Kingdom; 01-236-4080. 


June 6-8, 5th Congress of the International Federation of 
Psychiatric Epidemiology, Montreal. Contact Head Office of 
the Congress, 2 Complexe Desjardins (East Tower), En- 
trance 3000, P.O. Box 216, Station Desjardins, Montreal, 
Quebec, Canada, HSB 1C8; 514-845-3259. 


June 11-12, 4th Annual National Institute of Mental Health 
International Research Conference on the Classification and 
Treatment of Mental Disorders in General Health Care Set- 
tings, Rockville, Md. Contact David B. Larson, M.D., 
M.S.P.H., or Kelly H. Kelleher, M.D., M.P.H., c/o The Pri- 
mary Care Research Program, Biometric and Clinical Appli- 
cations Branch, Division of Biometry and Applied Sciences, 
National Institute of Mental Health, 5600 Fishers Lane, 
Room 18C-14, Rockville, MD 20857; 301-443-1330. 


June 13~15, 1st International Conference on “Crisis Inter- 
vention Approach in Mental Health,” Regents College, Lon- 
don. Contact Dr. N. Rao Punukollu, Coordinator, Interna- 
tional Scientific Advisory Group, 63 Nabcroft Lane, 
Crosland Moor, Huddersfield, HD4 SDU, W. Yorkshire, En- 
gland; 0484-654711, ext. 3588. 


June 13-15, annual meeting, Association of Directors of 
Medical Student Education in Psychiatry, Tucson. Contact 
John Racy, M.D., President, 1501 North Campbell Avenue, 
Tucson, AZ 85724; 602-626-6512. 


June 13—15, 100th Anniversary, Department of Psychiatry, 
University of Liege, “Biological Markers of Depression: State 
of the Art,” Liege. Contact M. Ansseau or R. von Frenckell, 
Psychiatric Unit, C.H.U. du Sart Tilman (B35), B-4000 Liege, 
Belgium; (32) 41307960. 
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June 14-17, annual meeting, American Association of Neu- 
ropathologists, San Francisco. Contact Reid R. Heffner, Jr., 
M.D., Secretary-Treasurer, 462 Grider Street, Buffalo, NY 
14215; 716-898-3117. 


June 15-20, annual meeting, American Nurses’ Association, 
Boston. Contact Barbara Recman, R.N., Executive Director, 
2420 Pershing Road, Kansas City, MO 64108; 816-474- 
5720. 


June 16-19, “Neurological and Neuropsychological Com- 
plications of HIV Infection: Update 1990,” a conference 
prior to the VI International Conference on AIDS, Monterey, 
California. Contact Conference Secretariat, Kenness Can- 
ada, Inc., P.O. Box 200, Station B, Montreal, Quebec, Can- 
ada H3B 3J7; 514-874-1622. 


June 18-20, International Conference on Social Stress Re- 
search, London. Contact Kimberly Vogt, Conference Coor- 
dinator, Dean’s Office, College of Liberal Arts, Murkland 
Hall, University of New Hampshire, Durham, New Hamp- 
shire 03824. 


June 20-24, 6th International Conference on AIDS, San 
Francisco. Contact Robert M. Wachter, M.D., Program Di- 
rector, Suite 300, 655 Fifteenth Street, NW, Washington, DC 
20005; 202-639-5179. 


June 24-27, 3rd Symposium on Violence and Aggression, 
Saskatoon, Saskatchewan. Contact Thelma Howard, Plan- 
ning Committee, Division of Extension and Community Re- 
lations, University of Saskatchewan, Saskatoon, Saskatch- 
ewan, Canada S7N 0WO. 


June 24-28, annual meeting, American Medical Association, 
Chicago. Contact James H. Sammons, M.D., Executive Vice- 
President, 535 N. Dearborn Street, Chicago, IL 60610; 312- 
645-5000. 


June 24-28, 6th Annual Conference on Children-in-War, 
Jerusalem. Contact Dr. Roberta Apfel, Program Director, 
Sigmund Freud Center, Hebrew University of Jerusalem, 
Mount Scopus, Jerusalem 91905 Israel; 02-883-380. 


June 24-29, annual meeting, International Council on Social 


Welfare, Marrakech, Morocco. Contact Ingrid Gelinek, 
Koestergasse 1/29, A-1060 Vienna, Austria; 0222/587 81 
64. 


(Continued on page A68) 


PAMELOR’ nortriptyline HCI) 
BRIEF SUMMARY. 
Please see package insert for full prescribing information 
Contraindications: 1) Concurrent use with a monoamine ox!- 
dase (MAO) inhibitor, since hyperpyretic crises, severe convul- 
sions, and fatalities have occurred when similar tricyclic 
antidepressants were used in such combinations; MAO inhibi- 
tors should be discontinued for at least two weeks before 
treatment with Pamelor® (nortriptyline HCI) is started 
2) Hypersensitivity to Pamelor® (nortriptyline HCI), cross- 
sensitivity with other dibenzazepines is a possibility, 3) The 
acute recovery period after myocardial infarction 
Warnings: Give only under close supervision to patients with 
cardiovascular disease, because of the tendency of the drug to 
produce sinus tachycardia and to prolong conduction time; 
myocardial infarction, arrhythmia, and strokes have occurred. 
The antihypertensive action of guanethidine and similar agents 
may be blocked. Because of its anticholinergic activity, nortrip- 
tyline should be used with great caution in patients who have 
glaucoma or a history of urinary retention. Patients with a his- 
tory of seizures should be followed closely, since nortriptyline is 
known to lower the convulsive threshold. Great care is required 
in hyperthyroid patients or those receiving thyroid medication, 
since cardiac arrhythmias may develop. Nortriptyline may im- 
pair the mental and/or physical abilities required for the per- 
formance of hazardous tasks, such as operating machinery or 
driving a car; therefore, the patient should be warned accord- 
ingly. Excessive consumption of alcohol may havea potentiating 
effect, which may lead to the danger of increased suicidal 
attempts or overdosage, especially in patients with histories 
of emotional disturbances or suicidal ideation 
The concomitant administration of quinidine and nortriptyline 
may result in a significantly longer plasma half-life, higher 
A.U.C. and lower clearance of nortriptyline. 
Use in Pregnancy —Safe use during pregnancy and lactation has 
not been established; therefore, in pregnant patients, nursing 

> mothers, or women of childbearing potential, the potential bene- 
fits must be weighed against the possible hazards. 
Use in Children—Not recommended for use in children, since 
safety and effectiveness in the pediatric age group have not been 
established. 
Precautions: Use in schizophrenic patients may result in an 
exacerbation of the psychosis or may activate latent schizophren- 
ic symptoms; in overactive or agitated patients, increased anxi- 
ety and agitation may occur; in manic-depressive patients, 
symptoms of the manic phase may emerge. Administration of 
reserpine during therapy with a tricyclic antidepressant has been 
shown to produce a “stimulating” effect in some depressed pa- 
tients. Troublesome patient hostility may be aroused. Epilepti- 
form seizures may accompany administration. Close 
supervision and careful adjustment of dosage are required when 
used with other anticholinergic drugs and sympathomimetic 
drugs. Concurrent administration of cimetidine can produce 
Clinically significant increases in the plasma concentrations of 
the tricyclic antidepressant. Patients should be informed that the 
fesponse to alcoho! may be exaggerated. When essential, may 
be administered with electroconvulsive therapy, although the 
hazards may be increased. Discontinue the drug for several 
days, if possible, prior to elective surgery. The possibility of a 
suicidal attempt by a depressed patient remains after the initia- 
tion of treatment; in this regard, it is important that the least pos- 
sible quantity of drug be dispensed at any given time. Both 
elevation and lowering of blood sugar levels have been reported 
Acase of significant hypoglycemia has been reported ina type IT 
diabetic patient maintained on chlorpropamide (250 mg/day), 
after the addition of nortriptyline (125 mg/day) 
Adverse Reactions: Cardiovascular—Hypotension, hyper- 
tension, tachycardia, palpitation, myocardial infarction, arrhyth- 

5 mias, heart block, stroke. Psychiatric —Contusional states 
(especially in the elderly) with hallucinations, disorientation, 
delusions; anxiety, restlessness, agitation; insomnia. panic, 
nightmares; hypomania; exacerbation of psychosis. Neurologic 
—Numbness, tingling, paresthesias of extremities; incoordina- 
tion, ataxia, tremors; peripheral neuropathy; extrapyramidal 
symptoms; seizures, alteration in EEG patterns; tinnitus. Anti- 
cholinergic—Dry mouth and, rarely, associated sublingual ade- 
nitis; blurred vision, disturbance of accommodation, mydriasis; 
constipation, paralytic ileus; urinary retention, delayed micturi- 
tion, dilation of the urinary tract. A//ergic—Skin rash, petechiae, 
urticaria, itching, photosensitization (avoid excessive exposure 
to sunlight); edema (general or of face and tongue), drug lever, 
Cross-sensitivity with other tricyclic drugs. Hematologic —Bone 
marrow depression, including agranulocytosis, eosinophilia, 
purpura; thrombocytopenia. Gastrointestinal—Nausea and 
vomiting, anorexia, epigastric distress, diarrhea, peculiar taste, 
stomatitis, abdominal cramps, black-tongue. Endocrine- 
Gynecomastia in the male, breast enlargement and galactorrhea 
in the female; increased or decreased libido, impotence; testicu- 
lar swelling; elevation or depression of blood sugar levels; syn- 
drome of inappropriate ADH (antidiuretic hormone) secretion 
Other—Jaundice (simulating obstructive). altered liver function; 
weight gain or loss; perspiration: flushing; urinary frequency, 
nocturia; drowsiness, dizziness, weakness, fatigue, headache; 
parotid swelling; alopecia. Withdrawal Symptoms—Though 
these are not indicative of addiction, abrupt cessation of treat- 
ment after prolonged therapy may produce nausea, headache, 
‘and malaise. 

= Overdosage: Toxic overdosage may result in contusion, rest- 
lessness, agitation, vomiting, hyperpyrexia, muscle rigidity, 
hyperactive reflexes, tachycardia, ECG evidence of impaired 
conduction, shock, congestive heart failure, stupor, coma, and 
CNS stimulation with convulsions followed by respiratory 
depression. Deaths have occurred with drugs of this class. No 
specific antidote is known; general supportive measures 
are indicated, with gastric lavage [PAM-219—-9/1/89] 


SANDOZPHARMACEUTICALS 


Corporation, E. Hanover, NJ 07936 (201) 503-7500 





Productive Days... 
Restful Nights and 


Pamelor nortriptyline HCI 





The Full-Time Antidepressant 


for patients whose symptoms include 
insomnia and anxiety 


PAMELOR 
(nortriptyline HCl) 


CAPSULES: 10 mg, 25 mg, 50 mg, and 75 mg; SOLUTION: 10 mg/5 mL and alcoho! 4% 


The active metabolite of amitriptyline 


© 1990 Sandoz Pharmaceuticals Corporation PAM-0290-02 
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Anxiety: THE 


BURDEN 


OF ILLNESS 


Panic disorder. 
Adjustment disorder. 
Obsessive-compulsive 
disorder. Depression. 
The burden of these 
illnesses is often 
complicated by the 
coexistence of clinical 
anxiety. 


Come hear a renowned 
faculty review the latest 
research findings and 
offer their clinical 
insights on new 
therapeutic approaches 
to these disorders in a 
special series of breakfast 
meetings, to be held at 
the 143rd Annual 
Meeting of the American 
Psychiatric Association. 


This series is sponsored 
by the UCLA Department 
of Psychiatry and 
Biobehavioral Sciences. 


MAY 13-16, 1990 
Breakfast begins at 6:15 a.m. 
Symposia begin at 7:15 a.m. 


Grand Ballroom 
Third Floor 

New York Hilton 
New York, New York 


CHAIRPERSON 

Robert O. Pasnau, MD 
Professor and Director 
Adult Psychiatry 

Clinical Services 

UCLA School of Medicine 
Past President, American 
Psychiatric Association 


Anxiety:THE 


BURDE: 


OF ILLNESS 


Funded by an unrestricted educational grant from The Upjohn Company. 








SUNDAY, MAY 13, 1990 
Anxiety and Panic Disorder 


Opening Comments 
Herbert Pardes, M.D. 
President, American 
Psychiatric Association 
Vice President for 
Health Sciences 
Professor and Chairman, 
Department of Psychiatry 
College of Physicians 
and Surgeons 

Columbia University 
New York, New York 


The Hidden Patient 
Myrna M. Weissman, Ph.D. 
Professor of Epidemiology 
in Psychiatry, College of 
Physicians and Surgeons 
Columbia University 

New York, New York 


Managing Long-term Therapy 
Graham D. Burrows, A.O., M.D. 
Director, Division of 
Psychological Medicine 
Professor of Psychiatry 
University of Melbourne 
Austin Hospital 

Heidelberg, Victoria, Australia 


MONDAY, MAY 14, 1990 


Anxiety and Adjustment 
Disorder 


Opening Comments 

Elissa P. Benedek, M.D. 
President Elect, American 
Psychiatric Association 
Director of Training 

and Research 

Center for Forensic Psychiatry 
Clinical Professor of Psychiatry 
University of Michigan 

Ann Arbor, Michigan 





Psychosocial Stressors 
Richard H. Rahe, M.D. 
Past President, American 
Psychosomatic Society 
Professor of Psychiatry and 
Biobehavioral Sciences 
University of Nevada 
School of Medicine 

Reno, Nevada 


A Treatment Approach 
Alan F. Schatzberg, M.D. 
Associate Professor 

of Psychiatry 

Harvard Medical School 
Clinical Director 
Massachusetts Mental 
Health Center 

Boston, Massachusetts 


TUESDAY, MAY 15, 1990 


Anxiety and Obsessive- 
Compulsive Disorder 


Opening Comments 
Daniel X. Freedman, M.D. 
Past President 

American Psychiatric 
Association 

Judson Braun Professor of 
Psychiatry and Pharmacology 
Acting Director 
Neuropsychiatric Institute 
UCLA School of Medicine 
Los Angeles, California 


The Waking Nightmare 
Judith L. Rapoport, M.D. 
Chief, Child Psychiatry 
Branch, National Institute of 
Mental Health 

Author, The Boy Who 
Couldn't Stop Washing 
Bethesda, Maryland 


Treating the Anxiety 

John H. Greist, M.D. 
Professor of Psychiatry 
Director, Obsessive- 
Compulsive Information 
Center, Co-Director, Anxiety 
Disorders Center 

University of Wisconsin 
Madison, Wisconsin 





WEDNESDAY, MAY 16, 1990 
Anxiety and Depression 


Opening Comments 
Paul Jay Fink, M.D. 

Past President, American 
Psychiatric Association 
Chairman, Department 

of Psychiatry 

Albert Einstein 

Medical Center 
Philadelphia, Pennsylvania 


The Co-Morbidity Factor 
Paula J. Clayton, M.D. 
Professor and Head 
Department of Psychiatry 
University of Minnesota 
Minneapolis, Minnesota 


Targeting Treatment 

Jan Fawcett, M.D. 

Professor and Chairman 
Department of Psychiatry 
Rush-Presbyterian-St. Luke’s 
Medical Center 

Chicago, Illinois 


ACCREDITATION 

The American Psychiatric 
Association designates this 
continuing medical education 
activity for 4 credit hours in 
Category 1 of the Physician’s 
Recognition Award of the 
American Medical 
Association and for the CME 
requirement of the APA. 


FOR MORE 
INFORMATION 

Watch your mail for your 
invitation to attend this 
important symposium series. 







Take the three volumes of Seminars, 
Workshops, and Lectures of 


MILTON H. ERICKSON 
for only $4.95 


as your introduction to the Behavioral Science Book Service 
You simply agree to buy three more books--at significant savings-- within the next 12 months. 





Each volume includes rare photographs and an audio cassette of Erickson at work. 


This unique collection of Erickson’s 
seminars, workshops, and lectures gives 
you rare insight into the genius of Milton 
Erickson. 

The lectures and demonstrations, 
presented in front of his colleagues, were 
very different from his scholarly papers. 
They were usually spontaneous, wide- 
ranging presentations that included 
input and questions from the audience. 
As such, they offer fresh insights into the 
ingenuity and versatility of Erickson’s 
hypnotherapeutic approaches. 

Publisher’s price for the three vol- 
umes: $117.50. 


Volume 1: HEALING IN 
HYPNOSIS 

A complete collection of Erickson’s 
teachings on hypnosis, human develop- 
ment, and hypnotherapy. This volume 
covers trance in therapy and everyday 
life, the therapeutic uses of altered orien- 
tation in hypnosis, the basis of hypnotic 
behavior, and hypnosis in pain control, 

It also includes an audio cassette of a 
seminar on the Indirect Hypnotic Induc- 
tion Technique. 311 pages. Publisher’s 
price: $38.50. 


Volume I: LIFE REFRAMING 
IN HYPNOSIS 

This volume explores Erickson’s inge- 
nious approaches to hypnosis and hyp- 
notherapy. It includes some of his most 
original papers on the naturalistic and 
utilization techniques that are consid- 
ered the essence of this approach. 

A tape of his seminar, Life Reframing: 
The Hypnotherapeutic Facilitation of Po- 
tentials in a Young Photographer accom- 
panies this volume. 328 pages. Publish- 
er’s price: $39.50. 


Volume III: MIND-BODY 
COMMUNICATION IN 
HYPNOSIS 

Erickson explains his original views 
on psychosomatic medicine and healing. 
He explores how one can hypnotically 
change physiological functioning, symp- 
tom-based approaches in mind-body 
Problems, and the state-dependent 
memory and learning theory of thera- 
peutic hypnosis. 

It also includes a cassette of his semi- 
nar, The Hypnotic Alteration of Physiolog- 
ical Functioning. 304 pages. Publisher’s 
price: $39.50. 





THE BEHAVIORAL SCIENCE BOOK 
SERVICE has been the leading professional 
book club in the field for 39 years and services 
over 80,000 members. We bring you the books 
you must have to keep up with the rapid growth 
of knowledge in the behavioral sciences. 


MEMBERSHIP BENEFITS: in addition to getting the 
Seminars of Milton Erickson for only $4.95 when you 
join, you keep saving substantially on the books you 
buy. * Also, you will immediately become eligible to 
participate in our Bonus Book Plan, with savings of 
60% off the publishers’ prices. + At 3-4 week intervals 
(15 times per year), you will receive the Behavioral 
Science Book Service News, describing the coming 
Main Selection and Alternate Selections, together with a 
dated reply card. + In addition, up to two times a year, 
you may receive offers of Special Selections which will 
be made available to a group of select members. « If you 
want the Main Selection, do nothing, and it will be sent 
to you automatically. » If you prefer another selection, or 
no book at all, simply indicate your choice on the card 
and return it by the date specified. e You will have at 
least 10 days to decide. If, because of late mail delivery 
of the News, you should receive a book you do not 
want, we guarantee return postage. 


Behavioral Science Book Service 
Delran, New Jersey 08075 
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1 Please accept my application for trial i 
1 membership and send me the Seminars of I 
! Milton Erickson (00876) billing me only ! 
1 $4.95, plus shipping and handling. I agree to i 
i purchase at least three additional Selections 1 
! or Alternates over the next 12 months. | 
; Savings range up to 30% and occasionally ; 
1 even more. My membership is cancelable 1 
t any time after I buy these three additional 1 
H books. A shipping and handling charge is ' 
i added to all shipments. i 
1 No-Risk Guarantee: If I am noti 
| satisfied—for any reason-— I may return the | 
; Seminars of Milton Erickson within 10 ; 
t days. My membership will be canceled, and ; 
! I will owe nothing. ! 
|] ! 
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Name 





Address Apt. 


City 








State Zip 
(Books purchased for professional purposes 
may be a tax-deductible expense. Offer 
posd in Continental U.S, and Canada only. 
rices slightly higher in Canada.) 
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The Cadwell Spectrum 32. 
More objectivity in 
psychiatric diagnoses. 


As new technologies pro- 
vide more insight into brain 
function, psychiatry is inte- 
grating more objective data 
into diagnosis. The Cadwell 
Spectrum 32 Neurometric 
Analyzer provides the most 
comprehensive evaluation 
of brain electrical activity 
available. And gives you 
the diagnostic edge in 
corroborating a number of 
psychiatric disorders. 


Neurometrics provides 
accurate differentiation. 


The Spectrum 32 samples brain activ- 


ity from multiple scalp locations 
simultaneously. Then through a proc- 
ess called “neurometrics,” it extracts 
objective features and statistically 
evaluates these measurements relative 
to a normative database to detect 
abnormalities. 


Copyright 1989 Cadwell Laboratories. 


Diagnostic E 


The Neurometric Analyzer 
goes beyond merely 
identifying a problem. It 
compares the patient’s 
EEG profile to those of 
a variety of disorders, 
extracted from the 
Neurometric Psychi- 
atric Database of more 
than 5000 evaluations. 
Then it calculates the 
probability that the 
patient’s profile cor- 
responds to profiles 
characteristic of: 
Learning Disabilities, 
Alcoholism, Dementia 
(Vascular vs. Non Vascular), 
Multiple Infarct Dementia, and 


Major Depression (Unipolar vs. Bipolar). 


An objective adjunct to 

clinical diagnosis. 

The Spectrum 32 provides invaluable, 
accurate insights into brain dysfunc- 
tions. Although it does not replace 
clinical diagnosis, it does give you 
objective data presented in numerical 


dge. 


i 
t 
b 
A 









tables, waveforms and topographic 
maps to support your clinical con- 
clusions. And to help you evaluate 
response to treatment more precisely. 
With the Spectrum 32 you not only 
can evaluate your own patients with 
new objectivity, you can also provide 
a referring lab service for your col- 
leagues. Quantitative EEG measure- 
ments can be taken quickly by an 
EEG technologist, so you can add this 
service without taking too much time 
away from your current patients. 


More than “how-to” training. 

In addition to courses on neurometrics 
and brainmapping, Cadwell offers 
marketing expertise and reimburse- 
ment information. Everything 

you need to help you make the 
system economically — as well as 
clinically — viable. 


Find out how the Spectrum 32 
can give you the diagnostic 
edge. And how it can brighten 
your practice's financial 
picture. Call 1-800-678-6655 
or 509-735-6481. 


Your Clinical Link To Advanced Technology. 


CADWeLL 





IOW AVAILABLE FOR DEPRESSION IN A WIDE RANGE OF PATIENTS 





N Te 

Ew Wellbutrin 
(BUPROPION HCI) 
helps clear 
depression with 
few life-style 
disruptions. 


Chemically unique WELLBUTRIN 


Helps clear depression 
with few life-style disruptions. 









Relieves depression as 
effectively as amitriptyline. 


Clinical Global Improvement* 


very much improved 





5 
Drug Day 






0 8 #15 22 29 43 \ t 
* Adapted from Mendels et al.' : s 
tDosages were 300 to 450 mg/day for WELLBUTRIN, — 
75 to 150 mg/day for amitriptyline. 
Please review IMPORTANT CONSIDERATIONS BEFORE 
PRESCRIBING WELLBUTRIN and brief summary on the last 
pages of this advertisement before prescribing WELLBUTRIN. 















Relieves depression with 
no clinically significant effect 
on cardiac conduction. 


Average Change in EKG Parameters 
from Baseline Values During Treatment* 
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“By contrast, the present results with bupropion support the in vitro data 
demonstrating that this antidepressant lacks these undesirable electro- 
physiologic properties, and imply that bupropion has a substantially wider 
margin of safety in man than amitriptyline with regard to cardiac conduction. ”? 








Relieves depression with 
no Clinically significant 
orthostatic hypotension. 


Orthostatic Blood Pressure Change (mm Hg)* 














Wellbutrin Placebo Tricyclics 
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Drop in Systolic Blood Pressure 
upon Standing (mm Hg; mean + SE) 
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‘w Wellbutrin 


(BUPROPION HCI) 


Helps clear depression with few life-style disruptions. 


See brief summary of full prescribing information 
on last pages of this advertisement. 





Chemically unique WELLBUTRIN 
Helps clear depression 
with few life-style disruptions. 


Relieves depression with few 
anticholinergic side effects. 


Percent Difference in Anticholinergic Effects 
Relative to Placebo* 
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Dry Constipation Blurred Urinary 
mouth vision retention 


* Data on file, Burroughs Wellcome Co.‘ 


Relieves depression with 
little or no weight gain. 


Change in Body Weight (percent of patients; n=341)* 
62.8% 


No weight change 


Lost > 6 Ib 


9.4% 
Gained > 6 Ib 


Nc Ses 
90.6% gained no weight 


* Data on file, Burroughs Wellcome Co.* 





















Relieves depression with little 
or no daytime drowsiness. 


Percent of Patients Reporting 
Treatment-Related Drowsiness* 


50 





20 


Percent of Patients 





Wellbutrin Amitriptyline 
(n=98) (n=49) 


* Data on file, Burroughs Wellcome Co.* 


In placebo-controlled clinical trials, the incidence of drowsiness” for patients 
treated with WELLBUTRIN was 19.8%, versus 19.5% for those receiving placebo. 


Agitation and Insomnia: A substantial proportion of patients treated with 
WELLBUTRIN experience some degree of increased restlessness, agitation, 
anxiety, and insomnia, especially shortly after initiation of treatment. In 
Clinical studies, these symptoms were sometimes of sufficient magnitude 
to require treatment with sedative/hypnotic drugs. In approximately 2% of 
patients, symptoms were sufficiently severe to require discontinuation of 
WELLBUTRIN treatment. 


*As with all drugs in this category, patients should be cautioned that the ability to 
perform tasks requiring judgment or motor and cognitive skills may be impaired. 


“w Wellbutrin 


[BUPROPION HCI) 


Helps clear depression with few life-style disruptions. 


See brief summary of full prescribing information 
on last pages of this advertisement. 





Wellbutrin helps clear depression with few life-style disruptions. 


Important considerations before 
prescribing WELLBUTRIN. 


Patient Selection Criteria 
WELLBUTRIN is contraindicated in patients 
e with a seizure disorder 
e with a current or prior diagnosis of bulimia or 
anorexia nervosa 
e on monoamine oxidase (MAO) inhibitor therapy 
e who are allergic to it 
(See CONTRAINDICATIONS section of full prescribing 
information.) 


WELLBUTRIN should be administered with extreme 
caution to patients 
e with a history of seizure, cranial trauma, 
or other factors that predispose toward seizure 
e taking other agents or other treatment regimens that 
may lower seizure threshold 
(See WARNINGS section of full prescribing information.) 
Overdosage 
In 13 cases of overdose involving WELLBUTRIN, there 
were no deaths or lasting sequelae. 
Seizures 
A wide range of seizure rates has been reported with 


antidepressant therapy with some reports as low as 0.1%. 


The incidence of seizures with WELLBUTRIN is approxi- 
mately 0.4%, which may be as much as fourfold higher 
than some other antidepressants, although no direct 
comparative studies have been conducted. 

Dosage and Administration 

The recommended starting dose of WELLBUTRIN is 200 


mg/day given as 100 mg b.i.d. Based on clinical response, 


this dose may be increased to 300 mg/day given 
as 100 mg t.i.d. no sooner than three 
days after beginning therapy. 


Dosing Regimen 
Treatment Total Tablet Number of Tablets 
Daily Dose |Strength a saa Evening 


Day 
200mg |100 mg 
300mg |100 mg i i 


1-3 
An increase in dosage, up to a maximum of 450 mg/ 
day, given in divided doses of not more than 150 mg 
each, may be considered for patients in whom no 
clinical improvement is noted after several weeks of 
treatment at 300 mg/day. Increases in dose should not 
exceed 100 mg/day in a three-day period. WELLBUTRIN 
is available in both 75 mg and 100 mg tablets. 
Important: No single dose of WELLBUTRIN should 
exceed 150 mg because a higher incidence of 
seizures has been observed in patients receiving 
higher individual doses of WELLBUTRIN. For this 
reason, too, patients should be reminded that they 
should not double up on any dose because they 
missed a previous one. Dosage should not exceed 
450 mg per day (see WARNINGS). 


Clinical trials involving more than 7,000 depressed 

patients and over 200 investigators demonstrated that 

WELLBUTRIN relieves depression in a wide range 

of patients: 

- with no clinically significant effects on cardiac 
conduction 

- with no clinically significant orthostatic hypotension 

- with few anticholinergic side effects 

- with little or no weight gain 

- with little or no daytime drowsiness 


Wellbutrin 


(BUPROPION HCI) 


See brief summary of full prescribing informatio 
on last pages of this advertisement. 




















WELLBUTRIN® aupropion Hyorocuionine) Tablets 


Before prescribing, please consult complete product information, a summary of which 
follows: 


INDICATIONS AND USAGE: Wellbutrin is indicated tor the treatment of depression. A physi- 
cian considering the initiation of Wellbutrin should be aware that the drug may cause 
generalized seizures with an approximate incidence of 0.4% (4/1000). This incidence may 
exceed that of other antidepressants as much as fourfold. This relative risk is only an ap- 
proximation since no direct comparative studies have been conducted. 


CONTRAINDICATIONS: Wellbutrin is contraindicated in patients: with a seizure disorder, 
with a current or prior diagnosis of bulimia or anorexia nervosa, because of a higher in- 
cidence of seizures noted in such patients; who have shown an allergic response to it; or 
who are currently being treated with an MAO inhibitor, At least 14 days should elapse be- 
tween discontinuation of an MAO inhibitor and initiation of treatment with Wellbutrin. 


WARNINGS: 

SEIZURES: Wellbutrin is associated with seizures in approximately 0.4% (4/1000) of pa- 
tients treated at doses up to 450 mg/day. This incidence of seizures may exceed that of 
other marketed antidepressants by as much as fourfold. This relative risk is only an ap- 
proximate estimate because no direct comparative studies have been conducted. The 
estimated seizure incidence for Wellbutrin increases almost tentold between 450 and 600 
mg/day, which is twice the usually required daily dose (300 mg) and one and one-third 
the maximum recommended daily dose (450 mg). Given the wide variability among in- 
dividuals and their capacity to metabolize and eliminate drugs, this disproportionate in- 


crease in seizure incidence with dose incrementation calls for caution in dosing. 


During the pre-approval evaluation period, 25 among approximately 2400 patients treated 
with Wellbutrin experienced seizures. At the time of seizure, 7 patients were receiving dai- 
ly doses of 450 mg or below, for an incidence of 0.33% (3/1000) within the recommended 
dose range. Twelve (12) patients experienced seizures at 600 mg per day (2.3% incidence); 
6 additional patients had seizures at daily doses between 600 and 900 mg (2.8% incidence). 
Aseparate, prospective study was conducted to determine the incidence of seizure during 
an 8 week treatment exposure in approximately 3200 additional patients who received dai- 
ly doses of up to 450 mg. Patients were permitted to continue treatment beyond 8 weeks 
if clinically indicated. Eight (8) seizures occurred during the initial 8 week treatment period 
and 5 seizures were reported in patients continuing treatment beyond 8 weeks, resulting 
in a total seizure incidence of 0.4%. 

The risk of seizure appears to be strongly associated with dose and the presence of 
predisposing factors. A significant predisposing factor (2.9., history of head trauma or prior 
seizure, CNS tumor, concomitant medications that lower seizure threshold, etc.) was present 
in approximately one-half of the patients experiencing a seizure. Sudden and large in- 
crements in dose may contribute to increased risk. While many seizures occurred early 
in the course of treatment, some seizures did occur after several weeks at fixed dose. 
Recommendations for reducing the risk of seizure: Retrospective analysis of clinical ex- 
perience gained during the development of Wellbutrin suggests that the risk of seizure may 
be minimized if (1) the tata! daily dose of Wellbutrin does net exceed 450 mg, (2) the daily 
dose is administered t.i.d., with each single dose not to exceed 150 mg to avoid high peak 
concentrations of bupropion and/or its metabolites, and (3) the rate of incrementation of 
dose is very gradual. Extreme caution should be used when Wellbutrin is (1) administered 
to patients with a history of seizure, cranial trauma, or other predisposition(s) toward seizure, 
or (2) prescribed with other agents (e.g., antipsychotics, other antidepressants, etc.) or 
vetmen regimens {e.g., abrupt discontinuation of a benzodiazepine) that lower seizure 
threshold. 

Potential for Hepatatoxicity: In rats receiving large doses of bupropion chronically, there 
was an increase in incidence of hepatic hyperplastic nodules and hepatocellular hypertrophy. 
In dogs receiving large doses of bupropion chronically, various histologic changes were 
seen inthe liver, and laboratory tests suggesting mild hepatocellular injury were noted. Al- 
though scattered abnormalities in liver function tests were detected in patients participating 
inclinical trials, there is no clinical evidence that bupropion acts as a hepatotoxin in humans. 
PRECAUTIONS: 

General: 

Agitation and Insomnia: A substantial proportion of patients treated with Wellbutrin ex- 
perience some degree of increased restlessness, agitation, anxiety, and insomnia, especially 
shortly after initiation of treatment. In clinical studies, these symptoms were sometimes 
of sufficient magnitude to require treatment with sedative/ hypnotic drugs. In approximately 
2% of patients, symptoms were sufficiently severe to require discontinuation of Wellbutrin 
treatment. 

Psychosis, Confusion, and Other Neuropsychiatric Phenomena: Patients treated with 
Wellbutrin have been reported to show a variety of neuropsychiatric signs and symptoms 
including delusions, hallucinations, psychotic episodes, confusion, and paranoia. Because 
of the uncontrolled nature of many studies, it is impossible to provide a precise estimate 
of the extent of risk imposed by treatment with Wellbutrin. In several cases, neuropsychiatric 
phenomena abated upon dose reduction and/or withdrawal of treatment. 

Activation of Psychosis and/or Mania: Antidepressants can precipitate manic episodes in 
Bipolar Manic Depressive patients during the depressed phase of their illness and may ac- 
tivate latent psychosis in other susceptible patients. Wellbutrin is expected to pose similar 
risks. 

Altered Appetite and Weight: A weight loss of greater than 5 pounds occurred in 28% of 
Wellbutrin patients. This incidence is approximately double that seen in comparable pa- 


` tients treated with tricyclics or placebo. Furthermore, while 34.5% of patients receiving 


tricyclic antidepressants gained weight, only 9.4% of patients treated with Wellbutrin did. 
Consequently, if weight loss is a major presenting sign of a patient's depressive illness, 
the anorectic and/or weight reducing potentia! of Wellbutrin should be considered. 
Suicide: The possibility of a suicide attempt is inherent in depression and may persist until 
significant remission occurs. Accordingly, prescriptions for Wellbutrin should be written 
for the smallest number of tablets consistent with good patient management. 


Usein Patients with Systemic tllness: There is no clinical experience establishing the safe- 
ty of Wellbutrin in patients with a recent history of myocardial infarction or unstable heart 
disease. Therefore, care should be exercised if it is used in these groups. Wellbutrin was 
well tolerated in patients who had previously developed orthostatic hypotension while receiv- 
ing tricyclic antidepressants. 

Because bupropion HClandits metabolites are almost completely excreted through the kidney 
and metabolites are likely to undergo conjugation in the liver prior to urinary excretion, treat- 
ment of patients with renal or hepatic impairment should be initiated at reduced dosage 
as bupropion and its metabolites may accumulate in such patients beyond concentrations 
expected in patients without renal or hepatic impairment. The patient should be closely 
monitored for possible toxic effects of elevated blood and tissue levels of drug and metabolites. 
Information far Patients: 

Patients should beinstructed to take Wellbutrin in equally divided doses three or four times 
a day to minimize the risk of seizure, 

Patients should be told that any CNS-active drug like Wellbutrin may impair their ability to 
perform tasks requiring judgment ar motor and cognitive skills. Consequently, unti! they 
are reasonably certain that Wellbutrin does not adversely affect their performance they should 
refrain from driving an automobile or operating complex, hazardous machinery. 
Patients should be told that the use and cessation of use of alcohol may alter the seizure 
threshold, and, therefore, that the consumption of alcohol should be minimized, and, if possi- 
ble, avoided completely. 

Patients shauld be advised to inform their physician if they are taking or plan to take any 
prescription or over-the-counter drugs. 

Patients should be advised to notify their physician it they become pregnant or intend to 
become pregnant during therapy. 

Drug Interactions: No systematic data have been collected on the consequences of the con- 
comitant administration of Wellbutrin and other drugs. 

However, animal data suggest that Wellbutrin may be an inducer of drug metabolizing en- 
zymes. This may be of potential clinical importance because the blood levels of co- 
administered drugs may be altered. 

Alternatively, because bupropion is extensively metabolized, the co-administration of oth- 
er drugs may affect its clinical activity. In particular, care should be exercised when ad- 
ministering drugs known to affect hepatic drug metabolizing enzyme systems (@.g., car- 
bamazepine, cimetidine, phenobarbital, phenytoin). 

Studies in animals demonstrate that the acute toxicity of bupropion is enhanced by the MAO 
inhibitor phenelzine (see CONTRAINDICATIONS). 

Limited clinical data suggest a higher incidence of adverse experiences in patients receiv- 
ing concurrent administration of Wellbutrin and L-dopa. Administration of Wellbutrin to pa- 
tients receiving L-dopa concurrently should be undertaken with caution, using small initial 
doses and small gradual dose increases. 

Concurrent administration of Wellbutrin and agents which lower seizure threshold should 
be undertaken only with extreme caution (see WARNINGS). Low initial dosing and small 
gradual dose increases should be employed. 

Carcinogenesis, Mutagenesis, impairment of Fertility: Lifetime carcinogenicity studies were 
performed in rats and mice at doses up to 300 and 150 mg/kg/day, respectively. in the 
rat study there was an increase in nodular proliferative lesions of the liver at doses of 100 
to 300 mg/kg/day; lower doses were not tested. The question of whether or not such le- 
sions may be precursors of neoplasms of the liver is currently unresolved. Similar liver le- 
sions were not seen in the mouse study, and no increase in malignant tumors of the liver 
and other organs was seen in either study. 

Bupropion produced a bordertine positive response (2-3 times control mutation rate) in some 
strains in the Ames bacterial mutzgenicity test, and a high oral dose (300, but not 100 or 
200 mg/kg) produced a low incidance of chromosomal aberrations in rats. The relevance 
of these results in estimating the risk of human exposure to therapeutic doses is unknown. 
A fertility study was performed in rets; no evidence of impairment of fertility was encountered 
at oral doses up to 300 mg/xg/day. 

Pregnancy: Teratogenic Effects: Pregnancy Category B: Reproduction studies have been 
performed in rabbits and rats at doses up to 15-45 times the human daily dose and have 
revealed no definitive evidence of impaired fertility or harm to the fetus due to bupropion. 
{in rabbits, a slightly increased incidence of fetal abnormalities was seen in two studies, 
but there was no increase in any specific abnormality). There are no adequate and well- 
controlled studies in pregnant women. Because animal reproduction studies are not always 
predictive of human response, this drug should be used during pregnancy only if clearly 
needed. 

Labor and Delivery: The effect of Wellbutrin on labor and delivery in humans is unknown. 
Nursing Mathers: Because of the potential for serious adverse reactions in nursing infants 
from Wellbutrin, a decision should be made whether to discontinue nursing or to discon- 
tinue the drug, taking into account the importance of the drug to the mother. 

Pediatric Use: The safety and effectiveness of Wellbutrin in individuals under 18 years old 
have not been established. 

Use in the Elderly: Wellbutrin has not been systematically evaluated in older patients. 


ADVERSE REACTIONS: (See also WARNINGS and PRECAUTIONS) Adverse events com- 
monly encountered in patients treated with Wellbutrin are agitation, dry mouth, insomnia, 
headache/migraine, nausee/vomiting, constipation, and tremor. 

Adverse events were sufficiently troublesome to cause discontinuation of Wellbutrin treat- 
ment in approximately ten percent of the 2400 patients and volunteers who participated 
inthe product's pre-approval clinical trials. The mare common events causing discontinuation 
include neuropsychiatric disturbances (3.0%), primarily agitation and abnormalities in men- 
tal status; gastrointestinal disturbances (2.1%), primarily nausea and vomiting; neurological 
disturbances (1.7%), primarily seizures, headaches, and sleep disturbances; and der- 
matologic problems (1.4%), primarily rashes. It is important to note, hawever, that many 
of these events occurred at doses that exceed the recommended daily dase. 


The table below is presented solely to indicate the relative frequency of adverse events 
reported in representative controlled clinical studies conducted to evaluate the safety and 
efficacy of Wellbutrin under relatively similar conditions of daily dosage (300-600 mg), set- 
ting, and duration (3-4 weeks). The figures cited cannot be used to predict precisely the 
incidence of untoward events in the course of usual medical practice where patient 
characteristics and other factors must differ from those which prevailed in the clinical trials. 
These incidence figures also cannot be compared with those obtained from other clinical 
studies involving related drug products as each group of drug trials is conducted under 
a different set of conditions. 

Finally, itis important to emphasize that the tabulation does not reflect the relative severity 
and/or clinical importance of the events. A better perspective on the serious adverse events 
associated with the use of Wellbutrin is provided in the WARNINGS and PRECAUTIONS 
sections. 

TREATMENT EMERGENT ADVERSE EXPERIENCE INCIDENCE 
IN PLACEBO-CONTROLLED CLINICAL TRIALS* 
(Percent of Patients Reporting) 


Wellbutrin Placebo | 





A Patients Patients Patients Patients 
Adverse Experience (n = 323) (n = 185)| Adverse Experience (n = 323) (n = 185) 
CARDIOVASCULAR Ory Mouth 76 184 
Cardiac Arrhythmias 5.3 43 Excessive Sweating 23 146 
Dizziness i 22.3 16.2 Headache/ Migraine 25.7 22.2 
Hypertension 43 1.6 Impaired Sleep Quality 4.0 1.6 
Hypotension 25 2.2 Increased Salivary Flow 3.4 3.8 
Palpitations 37 2.2 Insomnia 18.6 15.7 
Syncope 1.2 0.5 Muscle Spasms 19 3.2 
Tachycardia 10.8 86 Pseudoparkinsonism 15 16 
DERMATOLOGIC Sedation 19.8 19.5 
Pruritus 22 0.0 Sensory Disturbance 40 3.2 
Rash 8.0 65 Tremor aut 7.6 
GASTROINTESTINAL NEUROPSYCHIATRIC 
Anorexia 18.3 18.4 Agitation 31.9 22.2 
Appetite increase 37 2.2 i 3. Ww 
Constipation 26.0 17.3 Contusion 8.4 49 
Diarrhea 68 8.6 Decreased Libido 34 1.6 
Dyspepsia 3.4 22 Delusions 1.2 11 
Nausea/ Vomiting 22.9 18.9 Disturbed Concentration 3.1 3.8 
Weight Gain 13.6 22.7 Euphoria 1.2 0.5 
Weight Loss 23.2 23.2 Hostility 5.6 38 
ee a 31 | NONSPECIFIC 
Menstrual Complaints 47 1 chs yy 
Urinary Frequency 25 2.2 : i 
Urinary Retention Lg 2.2 RESPIRATORY 
MUSCULOSKELETAL Upper Respiratory 
Arthritis 31 27 Complaints 5-0 11.4 
NEUROLOGICAL SPECIAL SENSES 
Akathisia 1 a 1.5 t1 Auditory Disturbance 5.3 32 
Akinesia/Bradykinesia 8.0 8.6 Blurred Vision 14.6 10.3 
Cutaneous Tempera- Gustatory Disturbance 34 11 
ture Disturbance 19 1.6 





“Events reported by at leas! 1% of Wellbutrin patients are included. 


Other events observed during the entire pre-approval evaluation of Wellbutrin: During its 
pre-approval assessment, Wellbutrin was evaluated in almost 2400 subjects. The condi- 
tions and duration of exposure to Wellbutrin varied greatly and a substantial proportion of 
the experience was gained in open and uncontrolled clinical settings. During this experience, 
numerous adverse events were reported; however, without appropriate controls, it is im- 
possible to determine with certainty which events were or were not caused by Wellbutrin. 
The following enumeration is organized by organ systern and describes events in terms of 
their relative frequency of reporting in the data base. Events of major clinical importance 
are also described in the WARNINGS and PRECAUTIONS sections of the labeling. 
The following definitions at frequency are used: Frequent adverse events are defined as 
those occurring in at least 1/100 patients. Infrequent adverse events are those occurring 
in 1/100 to 1/1000 patients, while rare events are those occurring in less than 1/1000 
patients. 
Cardiovascular: Frequent was edema: infrequent were chest pain, EKG abnormalities 
(premature beats and nonspecific STT changes), and shortness of breath/dyspnea; and 
rare were pallor and phlebitis. 

ic: Frequent were nonspecific rashes; infrequent were alopecia and dry skin: 
fare were change in hair color and hirsutism. 
Endocrine: Intrequent was gynecomastia: rare were glycosuria and hormone level change. 
Gastrointestinal: infrequent were dysphagia, thirst disturbance, and liver damage/jaun- 
dice; rare were rectal complaints, colitis, G.1. bleeding, and intestinal perforation. 
Genitourinary: Frequent was nocturia; infrequent were vaginal irritation, testicular swell- 
ing, urinary tract infection, paintul erection, and retarded ejaculation; rare were dysuria, 
enuresis, urinary incontinence, menopause, ovarian disorder, pelvic infection, cystitis, 
dyspareunia, and painful ejaculation, 
Hematologic /Oncologic: Rare was lymphadenopathy. 
Neurological: (see WARNINGS) Frequent were ataxia/incoordination, seizure, myoclonus, 
dyskinesia, and dystonia; infrequent were mydriasis, vertigo, and dysarthria; and rare were 
EEG abnormality, abnormal neurological exam, impaired attention, and sciatica. 


NEW 


Neuropsychiatric: (see PRECAUTIONS) Frequent were mania/ hypomania, increased libido, 
hallucinations, decrease in sexual function, and depression: infrequent were memory im- 
pairment, depersonalization, psychosis, dysphoria, mood instability, paranoia, formal 
thought disorder, and trigidity; rare was suicidal ideation. 

Oral Complaints: Frequent was stomatitis; infrequent were toothache, bruxism, gum ir- 
ritation, and oral edema; rare was glossitis. 

Respiratory: infrequent were bronchitis and shortness of breath /dyspnea; rare were epistaxis 
and rate or rhythm disorder. 

Special Senses: infrequent was visual disturbance; rare was diplopia. 

Nonspecific: Frequent were flu-like symptoms; infrequent was nonspecific pain; rare were 
body odor, surgically related pain, infection, medication reaction and overdose. 
Past-Approvai Reports: The foliowing additional events were rarely observed (less than 
1/1000 patients) post-approvat. 

Cardiovascular: Flushing and myocardial infarction. 

Dermatologic: Acne. 

Gastrointestinal: Stomach ulcer. 

Hematologic/Oncologic: Anemia and pancytopenia. 

Neurological: Aphasia. 

Musculoskeletal: Musculoskeletal chest pain. 

Respiratory: Pneumonia and pulmonary embolism. 


OVERDOSAGE: 

Human overdose experience: There has been limited clinical experience with overdosage 
of Wellbutrin. Thirteen overdoses occurred during clinical trials. Twelve patients ingested 
850 to 4200 mg and recovered without significant sequelae. Another patient who ingested 
$000 mg of Wellbutrin and 300 mg of tranylcypromine experienced a grand mal seizure 
and recovered without further sequelae. 


DOSAGE AND ADMINISTRATION: 

General Dosing Considerations: it is particularly important to administer Wellbutrin in a man- 
ner most likely to minimize the risk of seizure (see WARNINGS). Increases in dose should 
not exceed 100 mg/day in a 3 day period. Gradual escalation in dosage is also important 
if agitation, motor restlessness, and insomnia, often seen during the initial days of treat- 
ment, are to be minimized. If necessary, these effects may be managed by temporary reduc- 
tion of dose or the short-term adnainistration of an intermediate to long-acting sedative hyp- 
notic. A sedative hypnotic usualty is not required beyond the first week of treatment. In- 
somnia may also be minimized by avoiding bedtime doses. tf distressing, untoward effects 
supervene, dose escalation should be stopped. 

No single dose of Wellbutrin should exceed 150 mg. Wellbutrin should be administered t.i.d., 
preferably with at least 6 hours between successive doses. 

Usual Dosage for Adults: The usual adult dose is 300 mg/day, given t.i.d. Dosing should 
begin at 200 mg/day, given as 100 mg b.i.d. Based on clinical response, this dose may 
be increased to 300 mg/day, given as 100 mg t.i.d., no sooner than 3 days after beginning 
therapy (see table below). 








Dosing Regimen 
Treatment Total Tablet Number of Tablets 
Day Daily Dose Strength Morning Midday Evening 
1 200 mg 100 mg 1 0 1 
4 300 mg 100 mg 1 1 1 


increasing the Dosage Above 300 mg/Day: As with other antidepressants, the full an- 
tidepressant effect of Wellbutrin may not be evident until 4 weeks of treatment or longer. 
An increase in dosage, up to a maximum of 450 mg/day, given in divided doses of not more 
than 150 mg each, may be considered for patients in whom no clinical improvement is noted 
after several weeks of treatment at 300 mg/day. Dosing above 300 mg/day may be ac- 
complished using the 75 of 100 mg tablets. The 100 mg tablet must be administered q.i.d. 
with at least 4 hours between successive doses, in order not to exceed the limit of 150 mg 
in a single dose. Wellbutrin should be discontinued in patients who do not demonstrate an 
adequate response after an appropriate period of treatment at 450 mg/day. 

Elderly Patients: in general, older patients are known to metabolize drugs more slowly and 
to be more sensitive to the antichclinergic, sedative, and cardiovascular side effects of an- 
tidepressant drugs. 





References: 1. Mendels J, Amin MM, Chouinard G, et al. 

A comparative study of bupropion and amitriptyline in depressed 
outpatients. J Clin Psychiatry. 1983;44(5, sec 2):118-120. 2. Wenger 
TL, Cohn JB, Bustrack J. Comparison of the effects of bupropion 
and amitriptyline on cardiac conduction in depressed patients. 

J Clin Psychiatry. 1983;44/5, sec 2):174-175. 3. Farid FF, Wenger TL, 
Tsai SY, et al. Use of bupropion in patients who exhibit orthostatic 
hypotension on tricyclic antidepressants. J Clin Psychiatry. 1983;44 
(5, sec 2):170-173. 4. Data on file, Burroughs Wellcome Co. 
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TABLETS 


CAUTION: Federal law prohibits dispensing without a prescription, 


CONTRAINDICATIONS 

CLOZARIL is contraindicated in patients with myeloproliterative disorders, or a history of 
CLOZARIL-induced agranulocytosis or severe granulocytopenia. CLOZARIL should not be used si- 
multaneously with other agents having a well-known potential to suppress bone marrow function. As 
with more typical antipsychotic drugs, CLOZARIL is contraindicated in severe central nervous system 
depression or comatose states from any cause. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATEN- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT 1S STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL IS AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM 
(CPMS**), 
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Agranulocytosis 

Agranulocytosis, defined as a granulocyte count (polys + bands) of less than 500 per 
mm, has been estimated to occur In assoclation with CLOZARIL use at a cumulative 
Incidence at one year of approximately 1.8%, based an the occurrence of 15 U.S. cases out of 
1743 patients exposed to CLOZARIL during Its clinteal testing prior to domestic marketing. 
All of thase cases occurred at a time when the need for close monitoring of WBC counts was 
already recognized. This reaction could prove fatal If not detected early and therapy 
Interrupted. While no fatalities have been associated with the U.S. agranulocytosis cases, 
and all cases have recovered fully, the U.S. sample Is too small! to rellably estimate the casa 
tatality rate. Of the 112 cases of agranulocytosis reported worldwide in association with 
CLOZARIL use as of Dacember 31, 1986, 35% were fatal. However, few of these deaths 
occurred since 1977, at which time the knowledge of CLOZAAIL-induced agranulocytosis 
became more widespread, and close monitoring of WBC counts more widely practiced. 
Nevertheless, It is unknown at present what the case fatality rate will be for CLOZARIL- 
induced agranulocytosis, despite strict adherence to the recommendation for weekly 
Monitoring of WBC counts, 

Traatment should not be initiated if the WBC count is less than 3500 per mm’, or If the 
patient has a history ef a myeloproliterative disorder, ar previous CLOZARIL-induced 
agranulocytosis or granulocytopenia, Patients should be advised to report immediately the 
appearance of lethargy, weakness, fever, sore throat or any other signs of infection. If, after 
the initiation of treatment, the total WBC count has dropped below 3500 per mm? or it has 
dropped by a substantial amount from baseline, even if the count is above 3500 per mm?, or 
if immature forms are present, a repeat WBC coun! and a differential count should be done. 
if subsequent WBC counts and the differential count reveal a total WBC count between 3000 
and 3500 per mm? and a granulocyte count above 1500 per mm’, twice weekly WBC counts 
and differential counts should be performed. 

Hf the total WBC count falls below 3000 per mm? or the granulocyte count below 1500 per 
mm’, CLOZARIL therapy should be Interrupted and patients should be carefully monitored for 
flu-like symptoms or other symptoms suggestive of infection, CLOZARIL therapy may be 
resumed if no symptoms of infection develop, and If the total WBC count returns to levels 
above 3000 per mm* and the granulocyte count returns to levels above 1500 per mm’. 
However, in this event, twice-weekly WBC counts and differential counts should continue 
until total WBC counts return to levels above 3600 per mm’. 

If the total WBC count falls below 2000 per mm? or the granulocyte count falls below 
1000 per mm?, bone marrow aspiration should be considered to ascertain granulopoietic 
status. Protective isolation with close observation may be indicated If granulopoiesis Is 
determined to be deficient. Should evidence of infection develop, the patient should have 
appropriate cultures performed and an appropriate antibiotic regimen instituted. 

Patients whose total WBC counts fall below 2000 per mm’, or granulocyte counts below 
1000 per mm? during CLOZARIL therapy should not be re-challenged with GLOZARIL. 
Patients discontinued from CLOZARIL therapy due to significant WBC suppression have been 
found to develop agranulocytosis upon re-challenge, often with a shorter latency on re- 
exposure. To reduce the chances of re-challenge occurring in patients who have 
experienced significant bane marrow suppression during CLOZARIL therapy, a single, 
national master file will be maintained confidentially within the GPMS (Clozaril Patient Man- 
agement System). 

Except for evidence af significant hone marrow suppression during initial CLOZARIL 
therapy, there are no established risk factors, based on worldwide experience, for the 
development of agranulocytosis in association with CLOZARIL use. However, a dispropor- 
tionate number of the U.S. cases of agranulocytosis occurred in patients of Jewish 
background compared to the overall proportion ot such patients expased during the domestic 
development of CLOZARIL. Most of the U.S. cases occurred within 4-10 weeks of exposure, 
but neither dose nor duration is a reliable predictor of this problem. No patient 
characteristics have been clearly linked to the development of agranulocytosis in association 
with CLOZARIL use, but agranulocytosis associated with other antipsychotic drugs has been 
reported to occur with a greater frequency in women, the elderly and in patients who are 
cachectic or have serious underlying medical Hiness; such patients may also he at particular 
risk with CLOZARIL. 

To reduce the risk of agranulocytosis developing undetected, CLOZARIL will be 








dispensed only within the Clozaril Patient Management System. 
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Seizures 

Selzure has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 5%, based on the occurrence of one or more seizures 
In 61 of 1743 patients exposed to CLOZARIL during its clinical testing prior to damestic 
marketing (1.e., a crude rata of 3.5%), Dose appears to be an Important predictor of seizure, 
with a greater likelihood of seizure at the higher CLOZARIL doses used. 

Caution should ba used in administering CLOZARIL to patients having a history of seizures 
or other predisposing factors. Because of the substantial risk of seizure associated with 
CLOZARIL use, patients should be advised not to engage in any activity where sudden loss of 
consciousness could cause serious risk to themselves or others, e.g., the operation of 
complex machinery, driving an automobile, swimming, climbing, etc. 








Adverse Cardiovascular Effects 

Orthostatic hypotension can occur with CLOZARIL treatment, especially during initial titration in 
association with rapid dose escalation, and may represent a continuing risk in some patients. 
Tachycardia, which may be sustained, has also been observed in approximately 25% of patients 
taking CLOZARIL, with patients having an average increase in pulse rate of 10-15 bpm. The 
sustained tachycardia is not simply a reflex response to hypotension, and is present in all positions 
Monitored. Either tachycardia or hypotension may pose a serious risk for an individual with 
compromised cardiovascular function. A minority of CLOZARIL-treated patients experience ECG 
repolarization changes similar to those seen with other antipsychotic drugs, Including $-T segment 
depression and flattening or inversion of T waves, which all normalize atter discontinuation of 
CLOZARIL. The clinical significance of these changes is unclear. However, in clinical trials with 
CLOZARIL, several patients experienced significant cardiac events, including ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained death. Causality assessment 
was difficult in many of these cases because of serious preexisting cardiac disease and plausible 
alternative causes. Rare instarces of sudden, unexplained death have been reported in psychiatric 
patients, with or without associated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use is unknown. CLOZARIL shouid be used with caution in patients with 
known cardiovascular disease, and the recommendation for gradual titration of dose should be 
carefully observed. 


Neuraleptic Malignant Syndrome 

A potentially fatal symptom zomplex sometimes referred to as Neuroleptic Malignant Syndrome 
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic instability (irregular 
pulse or blood pressure, -achyzardia, diaphoresis, and cardiac dysrhythmias). No cases of NMS have 
been attributed to CLOZARIL alone. However, there have been several reported cases of NMS in 
patients treated concomitantly with lithium or other CNS-active agents. 


Tardive Dyskinesia 

A syndrome consisting of potentially irreversible, involuntary, dyskinetlc movements may develop 
in patients treated with antipsychotic drugs, Although the prevalence of the syndrome appears to be 
highest among the elderly, especially elderly women, it is impossible to rely upon prevalence 
estimates to predict, at the inczption of treatment, which patients are likely to develop the syndrome. 

There are several reasons for predicting that CLOZARIL may be different fram other antipsychotic 
drugs in its potential for inducing tardive dyskinesta, including the preclinical finding that it has a 
relatively weak dopamine blocxing effect and the clinical finding of a virtual absence of certain acute 
extrapyramidal symptoms, e.g., dystonia. In addition, there have been no confirmed cases of tardive 
dyskinesia developing in association with CLOZARIL use. Nevertheless, it cannot yet be concluded, 
without more extended experience, that CLOZARIL is incapable of inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis and seizure, both of which present a continuing 
tisk over time, the extended treatment of patients failing to show an acceptable level of clinical 
response should ordinarily be avoided. In addition, the need for continuing treatment in patients 
exhibiting beneficial clinical responses should be periodically re-evaluated. During CLOZARIL 
therapy, patients may exaerience transient temperature elevations above 100.4°F (38°C), with the 
peak incidence within the first three weeks of treatment. While this fever is generally benign and self- 
limiting, it may necessitate discontinuing patients from treatment. On occasion, there may be an 
associated increase or decrease in WBC count. Patients with fever should be carefully evaluated to 
rule out the possibility of an underlying infectious process or the development of agranulocytosis. in 
the presence of high fever, the possibility of neuroleptic malignant syndrome (NMS) must be 
considered. CLOZARIL has very potent anticholinergic effects, and great care should be exercised in 
using this drug in the presence of prostatic enlargement or narrow angle glaucoma. Because of 
initial sedation, CLOZARIL may impair mental and/or physical abilities, especially during the first few 
days of therapy, The recommendations for gradual dose escalation should be carefully adhered to, 
and patients cautioned about activities requiring alertness. Clinical experience with CLOZARIL in 
patients with concomitant systemic diseases is limited. Nevertheless, caution is advisable in using 
CLOZARIL in patients with heaattc, renal or cardiac disease. 


{Information for Patients 

Patients who are to receive CLOZARIL should be warned about the significant risk of developing 
agranulocytosis. They shoulc be informed that weekly blood tests are required to monitor for the 
occurrence of agranulocytosis, and that CLOZARIL tablets will be made available only through a 
special program designed to ensure the required blood monitoring, Patients should be advised to 
report immediately the appearance of lethargy, weakness, fever, sore throat, malaise, mucous 
membrane ulceration or other possible signs of infection, Particular attention should be paid to any 
flu-like complaints or other symptoms that might suggest infection. Patients should be informed of 
the significant risk of se zure during CLOZARIL treatment, and they should be advised to avoid 
driving and any other pctentially hazardous activity while taking CLOZARIL. Patients should be 
advised of the risk of orthostatic hypotension, especially during the period of initial dose titration. 
Patients should notify treir physician if they are taking, or plan to take, any prescription or over-the- 
counter drugs or alcohol. Pa-lents should notify their physician if they become pregnant or intend to 
pee pregnant during therapy. Patients should not breast feed an infant if they are taking 

LOZARIL. 


(clozapine): . 
TABLETS 





Drug Interactions 

The risks of using CLOZARIL in combination with other drugs have not been systematically 
evaluated. The mechanism of CLOZARIL~induced agranulocytosis is unknown; nonetheless, the 
possibility that causative factors may interact synergistically to increase the risk and/or severity of 
bone marrow suppression warrants consideration. Therefore, CLOZARIL should not be used with 
other agents having a well-known potential to suppress bone marrow function, Given the primary 
CNS effects of CLOZARIL, caution is advised in using it concomitantly with other GNS-active drugs. 
Because CLOZAAIL is highly bound to serum protein, the administration of CLOZARIL to a patient 
taking another drug which is highly bound to protein {e.g., warfarin, digoxin) may cause an increase 
in plasma concentrations of these drugs, potentially resulting in adverse effects. Conversely, adverse 
effects may result from displacement of protein-bound CLOZARIL by other highly bound drugs, 


CLOZARIL may also potentiate the hypotensive effects of antihypertensive drags and the 
anticholinergic effects of atropine-type drugs. The administration of epinephrine should be 
avoided in the treatment of drug-induced hypotension because of a possible reverse epinephrine 
effect. 


Pregnancy Category B 

There are no adequate and well-controlled studies in pregnant women. Because animal 
reproduction studies are not always predictive of human response, and in view of the desirability of 
keeping the administration of all drugs to a minimum during pregnancy, this drug should be used 
only if clearly needed. 


ADVERSE REACTIONS 

Adverse events observed in association with the use of CLOZARIL in clinical trials at an incidence 
of 5% or greater were: central nervous system complaints, including drowsiness/sedation, dizziness/ 
vertigo, headache and tremor; autonomic nervous system complaints, including sallvation, sweating, 
dry mouth and visual disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, including constipation and nausea; and fever. Complaints 
of drowsiness/sedation tend to subside with continued therapy or dose reduction. Salivation may be 
profuse, especially during sleep, but may be diminished with dose reduction, 


DOSAGE AND ADMINISTRATION 
Initial Treatment 

it is recommended that treatment with CLOZARIL begin at 25 mg once or twice daily, and then be 
continued with daily dosage increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose 
of 300 to 450 mg/day by the end of two weeks. Subsequent dosage increments should be made no 
more than once- or twice-weekly, in increments not to exceed 100 mg. Cautious titration and a 
divided dosage schedule are necessary to minimize the risks of hypotension, selzure, and sedation. 


Therapeutic Dose Adjustment 

Daily dosing should continue on a divided basis as an effective and tolerable dose level is sought. 
While many patients may respond adequately at doses between 300-600 mg/day, it may be 
necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response. (Note: 
In the multicenter study providing the primary support for the superiority of CLOZARIL in treatment 
resistant patients, the mean and median CLOZARIL doses were both approximately 600 mg/day.] 

Because of the possibility of increased adverse reactions at higher doses, particularly seizures, 
patients should ordinarily be given adequate time to respond to a given dose level before escalation 
to a higher dose is contemplated. 

Dosing should not exceed 900 mg/day. 


Discontinuation of Treatment 

In the event of planned termination of CLOZARIL therapy, gradual reduction in dase is 
recommended over a1 to 2 week period. However, should a patient's medical condition require 
abrupt. discontinuation (e.g., leukopenia), the patient should be carefully observed for the recurrence 
of psychotic symptoms. 

CLOZARIL is available only through the Clozaril Patient Management System, a program that 
combines white blood cell testing, patient monitoring, pharmacy, and drug distribution services, 
all linked to compliance with required safety monitoring. 


To prescribe CLOZARIL call 1-800-237-CPMS (2767) or mail in a completed CPMS Enrollment 
Form. 
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PSYCHIATRIC 
ASSOCIATION’S 


CONSULTATION 
SERVICE 


Could you use the APA's assistance 
in planning, improving services or 
solving a problem at your hospital 
or facility? 


This long-standing program of the APA 
provides confidential consultations to all 
mental health care organizations on topics 
ranging from low utilization of beds to 
disagreement among staff about methods 
of treatment. 


- We will provide a focused consultation 


tailored to meet your specific needs. 

Our professional consultants are outstanding 
psychiatrists and experts in other related 
disciplines. Our reasonable fees make the 
Consultation Service a cost-effective way to 
help resolve your organization’s problems. 


For more information contact: 


Ms. Susan Kuper 

Consultation Service 

American Psychiatric Association 
1400 K Street, N.W. 

Washington, DC 20005 

(202) 682-6203 


All inquiries remain confidential. 








If you're treating a conduct-disordered adolescent male 
who doesn’t respond to outpatient psychotherapeutic 
intervention, it may be time to suggest a regimen of 
24-hour structure and treatment. 

At St. Francis we have specialized in the treatment of these 
disorders for 40 years. We offer individual, group, and milieu 
therapy with adjunctive remedial, occupational, activity, and 
family therapies in a one-on-one therapeutic setting. Patients 
are mainstreamed in local community schools and 
participate in community activities. 

Our three residential treatment centers in New York and 
Kansas are limited to a maximum of twenty-six boys in 
grades seven through twelve. An individualized treatment 
plan is developed for each resident by the professional 
staff working together with the child, his parents or 
guardian, and those who have referred him to us. 


THE 


ST. FRANCIS 
HOMES 


EPISCOPAL 
































FOR CONDUCT DISORDERS 





Based on more than two decades of follow-up research, 
over two-thirds of the young men resolve their problems 
and continue to lead healthy, normal, and productive 
lives five years after their release. 

We work closely with each boy’s psychiatrist to chart new 
directions that can last a lifetime — after an average stay 
of just one year. Call for a free consultation to determine 
if the St. Francis Homes can complement the care you're 
providing. 


St. Francis is accredited by the Joint Commission on 
Accreditation of Healthcare Organizations and certified for 
CHAMPUS payment. 


For information and referral, contact: 
Richard W. Burnett, ACSW 

Box 1340 

Salina, Kansas 67402-1340 

Call Toll Free -— 1-800-423-1342 

In New York — 1-800-822-4363 

In Kansas — 913-825-0541 Collect 


Ellsworth, KS © Salina, KS * Lake Placid, NY e JCAHO Accredited e CHAMPUS Certified 
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Unique... Specific../ 
Prozac’ (fluoxetine hydrochloride) 

is the first highly specific, 
highly potent blocker. 
of serotonin uptake / 








The most frequently prescribed 
antidepressant by psychiatrists 
in the United States' 


Scribing information. 
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rrOzZac ‘(tluoxetine hydrochloride) 


Brief Summary: 
Consult the package literature for complete Information. 


indications: Prozac is indicated for the treatment of depression. 


Cantraindication: Prozac is contraindicated in patients known to be hyper- 
sensitive to it. 


Warnings: Monoamine Oxidase inhibitors — Data on the effects of the com- 
bined use of fluoxetine and MAO inhibitors are limited. Their combined use 
should be avoided. Based on experience with the combined administration of 
MAOIs gad tricyclics, atleast 14 days should elapse between discontinuation 
of an MAO inhibitor and initiation of treatment with fluoxetine. 

Because of the long half-lives of fluoxetine and its active metabolite, at 
least five weeks (approximately five half-lives of nortluoxetine) should elapse 
between discontinuation of fluoxetine and initiation of therapy with an MAOI, 
Administration of an MADI within five weeks of discontinuation of fluoxetine 
may increase the risk of serious events. While a causal relationship to fluox- 
etine has not been established, death has been reported to occur following 
the initiation of MAOI therapy shortly after discontinuation of fluoxetine. 

Rash and Accompanying Events — During premarketing testing of more 
than 5,600 US patients given fluoxetine, approximately 4% developed a rash 
and/or urticaria. Among these cases, almost a third were withdrawn from 
treatment because of the rash and/or systemic signs or symptoms associ- 
ated with the rash. Clinical findings reported in association with rash include 
fever, leukocytosis, arthralgias, edema, carpal tunnel syndrome, respiratory 
distress, lymphadenopathy, proteinuria, and mild transaminase elevation. 
Most patients improved promptly with discontinuation of fluoxetine and/or 
adjunctive treatment with antihistamines or steroids, and all patients experi- 
encing these events were reported to recover completely, 

Two patients are known to have developed a serious cutaneous systemic 
iliness. In neither patient was there an unequivocal diagnosis, but one was 
Considered to have a leukocytoclastic vasculitis, and the other, a severe 
desquamating syndrome that was considered variously to be a vasculitis or 
erythema multiforme. Several other patients have had systemic syndromes 
Suggestive of serum sickness. 

ince the introduction of Prozac, systemic events, possibly related to 
vasculitis, have developed in patients with rash. Although these events are 
rare, they may be serious, involving the lung, kidney, or liver. Death has been 
reported to occur in association with these systemic events. 

Whether these systemic events and rash have a common underlying cause 
or are due to different etiologies or pathogenic processes is not known. Upon 
the appearance of rash, Prozac should be discontinued. 


Precautions: General — Anxiety and Insomnia — Anxiety, nervousness, and 
insomnia were reported by 10% to 15% of patients treated with Prozac, These 
symptoms led to drug discontinuation in 5% of patients treated with Prozac. 

Altered Appetit Weight — Significant weight toss, especially in under- 
weight depressed patients, may be an undesirable result of treatment with 

rozac. 

in controlled clinical trials, approximately 9% of patients treated with 
Prozac experienced anorexia. This incidence is approximately sixfold that 
seen in placebo controls. A weight loss of greater than 5% of body weight 
occurred in 13% of patients treated with Prozac compared to 4% of placebo- 
and 3% of tricyclic-antidepressant-treated patients. However, only rarely 
have patients been discontinued from treatment with Prozac because of 
weight loss. 

Activation ¢ ia/Hypomania — During premarketing testing, hypo- 
mania of mania occurred in approximately 1% of fluoxetine-treated patients. 
Activation of mania*hypomania has also heen reported in a small proportion 
of patients with Malor Affective Disorder treated with other marketed 
antidepressants. 

Seizures — Twelve patients among more than 6,000 evaluated worldwide in 
the course of premarketing development of fluoxetine experienced con- 
vulsions (or events described as possibly having been seizures), a rate of 
0.2% that appears to be similar to that associated with other marketed 
antidepressants, Prozac should be introduced with care in patients with a 
history of seizures. 

igi sy toe possibility of a suicide attempt is inherent in depression and 
may persist until significant remission occurs. Close supervision of high- 
tisk patients should accompany initial drug therapy. Prescriptions for Prozac 
should be written for the smallest quantity of capsules consistent with gaod 
patient management. in order to reduce the risk of overdose. 

The Long Elimination Half-Lives of Fluoxetine and Its Metabolites — 
Because of the long elimination half-lives of the parent orug (two to three 
days) and its major active metabolite (seven to nine days), changes in dose 
will not be fully reflected in plasma for several weeks, affecting both strat- 
egies for titration to final dose and withdrawal from treatment (see Clinical 
Pharmacology and Dosage and Administration). 
_ Use in Patients With Concomitant Illness —Clinical experience with Prozac 
in patients with concomitant systemic Hiness is limited. Caution is advisable 
in using Prozac in patients with diseases or conditions that could affect 
metabolism or hemodynamic responses, 

Fluoxetine has not been evaluated or used to any appreciable extent in 
patients with a recent history of myocardial infarction or unstable heart 
disease. Patients with these diagnoses were systematically excluded from 
clinical studies during the product's premarket testing. However, the elec- 
tracardiograms of 312 patients who received Prozac in double-blind trials 
were retrospectively evaluated: no conduction abnormalities that resulted in 
heart biock were observed. The mean heart rate was reduced by approxi- 
mately three beats/min, 

In subjects with cirrhosis of the liver, the clearances of fluoxetine and its 
active metabolite, norfluoxetine, were decreased, thus increasing the elim- 
ination halt-lives of these substances. A lower or less frequent dose should 
be used in patients with cirrhosis. 

Since fluoxetine is extensively metabolized, excretion of unchanged drug 
in urine is a minor route of elimination. However, until adequate numbers ot 
patients with severe renal impairment have been evaluated during chronic 
treatment with fluoxetine, it should be used with caution in such patients. 

In patients with diabetes, Prozac may alter glycemic control, Hypo- 
glycemia has occurred during therapy with Prozac, and hyperglycemia has 
developed following discontinuation of the drug. As is true with many other 
types of medication when taken concurrently by patients with diabetes, 
insulin and/or oral hypoglycemic dosage may need to be adjusted when 
therapy with Prozac is instituted or discontinued. 

r 


Jntertergnce With Cognitive and Motor Pertormance = Any psychoactive 
drug may impair judgment, thinking, or motor skills, and patients should be 


cautioned about operating hazardous machinery, including automobiles, 
unni they are reasonably certain that the drug treatment does not affect them 
adversely. 

Information for Patients — Physicians are advised to discuss the following 

issues with patients for whom they prescribe Prozac: 

Because Prozac may impair judgment, thinking, or motor skills, patients 
should be advised to avoid driving a car or operating hazardous 
machinery until they are reasonably certain that their performance is 
not affected. : 

Patients should be advised to inform their physician if they are taking or 
plan to take any prescription or over-the-counter drugs or alcohol. 

Patients should be advised to notify their physician if they become preg- 
nant or intend to become pregnant during therapy. 

Patients should be advised to notify their physician if they are breast 
feeding an infant. Sa 

Patients shoud be advised to notify their physician if they develop a rash or 








hives. 
Laboratory Tests ~- There are no specific laboratory tests recommended. 
Drug Interactions — As with all drugs, the potential for interaction by a 
variety of mechanisms {ie, pharmacodynamic, pharmacokinetic drug inhi- 
bition or enhancement, etc) is a possibility {see Accumulation and Slow 
Elimination under Clinical Pharmacology). 9 
Tryptophan — Five patients receiving Prazac in combination with tryp- 
tophan experienced adverse reactions, including agitation, restlessness, and 
gastrointestinal distress. 
j i ibitors — See Warnings. * 
idepressants— There have been greater than twofold increases of 
previously stable plasma levels of other antidepressants when Prozac has 
een administered in combination with these agents (see Accumulation and 
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„ ithium — There have been reports of both increased and decreased 
lithium tevels when lithium was used concomitantly with fluoxetine, Cases of 
lithium toxicity have been reported. Lithium levels should be monitored 
when these drugs are administered concomitantly, 

Diazepam Clearance — The halt-life of concurrently administered diazepam 
may be proton ed in Some patients (see Accumulation and Slow Elimination 
under Clinical Pharmacology). 

f istration of Drugs Highly Bound to Plasma 
Proteins -- Because fiuoxetine is tightly bound to plasma protein, the admin- 
istration of fluoxetine to a patient taking another drug that is tightly bound to 
protein (eg, Coumadin, digitoxin) may cause a shift in plasma con- 
centrations potentially resuiting in an adverse effect. Conversely, adverse 
effects may resuit {rom displacement of protein-bound fluoxetine by other 
tightiy bound grugs (see Accumulation and Slow Elimination under buinical 

armacology). ; 

CNS-Active Drugs — The risk of using Prozac in combination with other 
CNS-active drugs has not been systematically evaluated. Consequently, 
caution is advised if the concomitant administration of Prozac and such 
drugs is required (see Accumulation and Stow Elimination under Clinical 
Pharmacology). 

Electroconvulsive Therapy There are no clinical studies establishing the 
benefit of the combined use of ECT and fluoxetine. A single report of a 
prolonged seizure in a patient on fluoxetine has been reported. 

Carcinogenesis, Mutagenesis, impairment of Fertility ~ There is no evi- 
dence ot carcinogenicity mutagenicity, or impairment of fertility with 

rozac. 

The dietary administration of fluoxetine to rats and mice for two years at 
levels equivalent to approximately 75 and 9.0 times the maximum human 
dose (80 mg) respectively produced no evidence of carcinogenicity, 

Fluoxetine and norftuoxetine have been shown to have no pentole effects 
based on the following assays: bacterial mutation assay, DNA repair assay in 
cultured rat hepatocytes, mouse lymphoma assay, and in vivo sister chro- 
matid exchange assay in Chinese hamster bone marrow cells. 

Two fertility studies conducted in rats at doses of approximately five and 
nine times the maximum human dose (80 mg) indicated that fluoxetine had 
no adverse effects on fertlity. A slight decrease in neonatal survival was 
noted, but this was probably associated with depressed maternal tood con- 
sumption and suppressed ‘weight gain. 

Pregnancy Teratogenic Effects — Pregnancy Category B -— Reproduction 
studies have been performed in rats and rabbits at doses nine and 11 times 
the maximum daily human dose (80 mg) respectively and have revealed no 
evidence of harm to the fetes due to Prozac. There are, however, no adequate 
and well-controlled studies In pregnant women. Because animal reproduc- 
tion studies are not always predictive of human response, this drug should 
be used during pregnancy only if clearly needed. 

__ Labor and Delivery ~ The etfect of Prozac on labor and delivery in humans 
is unknown. 

Nursing Mothers — Because many drugs are excreted in human milk, 
caution should be exercised when Prozac is administered to a nursing 
woman. In one breast mil< sampio, the concentration of fluoxetine plus 
norfiuoxetine was 70.4 ng/mL. The concentration in the mother’s plasma 
was 295.0 nmt. No adverse effects on the infant were reported. 

Usage in Children — Safety and effectiveness in children have not been 
established. 

Usage in the Elderly — Prozac has not been systematically evaluated in 
older patients; however, several hundred elderly patients have participated in 
clinical studies with Prozac, and no unusual adverse age-related phenomena 
have been identified. However, these data are insufficient to rule out possible 
age related differences during chronic use, particularly in elderly patients 
H o have concomitant systemic illnesses or who are receiving concomitant 

rugs. 

lyponatremia— Several cases of hyponatremia (some with serum sodium 
tower than 110 mmol/L) have been reported. The Ayponatremia appeared to 
be reversible when Prozac was discontinued. Although these cases were 
complex with varying possible etiologies, some were possibly due to the 
syndrome of inappropriate antidiuretic hormone secretion (SIADH). 
The majority of these occurrences have been in older patients and in patients 
taking diuretics or who were otherwise volume depleted. 


Adverse Reactions: Commonly Observed — The most commonly observed 
adverse events associated with the use of Prozac and not seen at an equiv- 
alent incidence among placebo-treated patients were: nervous system com- 

laints, including anxtety, nervousness, and insomnia: drowsiness and 
fatigue or asthenia; tremor: sweating; gastrointestinal complaints, including 
anorexia, nausea, and diarrhea; and dizziness or lightheadedness, 

Associated With Discontinuation of Treatment— Fifteen percent of approxi- 
mately 4.000 patients who received Prozac in US premarketing clinical trials 
discontinued treatment due <o an adverse event. The more common events 
causing discontinuation included: psychiatric (5.3%), primarily nerv- 
ousness, anxiety, and insomnia; digestive (3.0%), primarily nausea; nervous 
system (1.6%), primarily dizziness; body as a whole (1.5%), primarily 
asthenia and headache; and skin (1.4%), primarily rash and pruritus. 
incidence in Controlled Cimical Trials ~The table that follows enumerates 

adverse events that occurrec at a frequency of 1% or more among Prozac- 
treated patients who participated in controlled trials comparing Prozac with 
placebo, The prescriber should be aware that these figures cannot be used to 
predict the incidence of side effects in the course of usual medical practice 
where patient characteristics and other factors differ from those that 
prevalen in the clinical trials. Similarly, the cited frequencies cannot 

e compared with figures obtained from other clinical investigations 
involving different treatments, uses, and investigators. The cited figures, 
however, do provide the prescribing physician with same basis for estimating 
the relative contribution of drug and nondrug factors to the side-effect 
incidence rate in the populatian studied. 


TREATMENT-EMERGENT ADVERSE EXPERIENCE INCIDENCE 
IN PLACEBO-CONTROLLED CLINICAL TRIALS 


Percentaye of 
Patients Regarting 


Even: 
Pomc Placebo 
{N= 1,730) N= 799) 





Percentage of 
Patients Reparting 
Event 
ac Placebo. 


Body Systeav Pron 
Mate (No 1,730) (Ne 799) 


Body Systems 
fied: Adverse Event” 


Adverse Evente 





Nervous Body as a Whole 
Headache 20.3 15.5 Asthenia 4.4 1.9 
Nervousness 14.9 85 (afection, virat 34 KSI 
Insomnia 13.8 a Pain, Hmb 46 WW 
Drowsiness 11.6 8.3 Fever 14 ~ 
Anxiety 9.4 5.5 Pain, chest 13 Wd 
Tremor 7.9 24 Allergy 12 1A 
pitsiness u T Inttuenza 1.2 15 
aigue 4 4 
Secated 19 113 Respiratory 
ensation i 
disturbance 17 20 espiatory 16 6.0 
‘te reased 16 - Pluche 
ih at € syndrome 28 l 3 
cqtasesnss 1.6 - Fharvagiis aT 
oncentration, x% 
decreased 15 - eaaa panoa 26 28 
Olpastive sinus 23 18 
jausea 21.1 10.1 “Sinusitis 2.1 20 
Diarrhea 12.3 7.0 Cough 1.6 16 
Mouth 98 60 Oyspnea 14 - 
ness f s Cardiovascular 
Aaner H 13 Hot flushes 18 1.0 
Constipation 45 3.3 Patpltations 14 i4 
Pain, Muscutoskeletat 
abdominal 34 29 Pain, back 2.0 a4 
Vomiting 24 1 Pain, joint 12 Ly 
hd change 1a 1 Pain, muscle 12 10 
fatulence al . 
Gastroenteritis 1.0 14 Urol rai 
Shin and paintut 1.9 tA 
Appendages Sexual 
Sweating. dysfunction 19 - 
excessive 8.4 3.8 Frequent 
Rash 2.7 1.8 micturition 1.6 ka 
Pruritus 24 1.4 Urinary tract 
infection 4.2 = 
Spocial Senses 
Vision 
disturbance 2.8 18 





“Events reported by at igast 1% of Prozsc-irtated patients are included. 
~~ incidence jess than 1%. 
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Uiner Events Ubserved During the Premarketing Evaluation of Prozac — 
During clinical testing in the US, multiple doses of Prozac were administered 
to approximately 5,600 subjects. Untoward events associated with this 
exposure were recorded by clinical investigators using descriptive termi- 
nology cf their own choosing. Consequently, it is not possible to provide a 
meaningful estimate of the proportion of individuals experiencing adverse 
events without first grouping similar types of untoward events into a limited 
(ie, reduced) number of standardized event categories. 

in the tabulations which follow, a standard COSTART Dictionary termi- 
nology has been used to classify reported adverse events, The frequencies 
presented, therefore, represent the proportion of the 5,600 individuals 
exposed to Prozac who experienced an event of the type cited on at least one 
occasion while receiving Prozac. All feparted events are included except 
those already listed in tables, those COSTART terms so general as to be 
unintormative, and those events where a drug cause was remote. It is impor- 
tant to ariphasize that, although the events reported did occur during treat- 
ment with Prozac, they were not necessarily caused by it. 

Events are further classified within body system categories and enumer- 
ated in order of decreasing frequency using the following definitions: 
frequert adverse events are defined as those occuring on one or more 
occasians in at least 1/100 patients infrequent adverse events are those 
occurring in 1/100 to 1/1,000 patients; rare events are those occurring 
n ae Whole Frequent. hills; tnt hills and f 

Body a3 a Whole -~ Frequent: chills; infrequent: chills and fever, cyst, face 
edema, hangover effect, jaw pain, malaise, neck pain, neck rigidity, and 
pelvic Fain: Rare: abdomen enlarged, cellulitis, hydrocephalus, hypother- 
mia, LE syndrome, moniliasis, and serum sickness. 

Cardiovascular System— Infrequent: angina pectoris, arrhythmia, hemor- 
thage, hypertension, hypotension, migraine, postural hypotension, syn- 
cope, anc tachycardia; Aare: AV block first-degree, bradycardia, bundle- 
branch block, cerebral ischemia, myocardial 
vascular feadache, and ventricular arrhythmia, 

Digestive Sy. - Frequent: increased appetite; /nfrequent: aphthous 
stomatitis, dysphagia, eructation, esophagitis, gastritis, gingivitis, glossitis, 
liver function tests abnormal, melena, stomatitis, thirst; Rare: bloody diar- 
thea, cholecystitis, cholelithiasis, colitis, duodenal ulcer, enteritis, fecal 
incontinence, hematemesis, hepatitis, hepatomegaly, hyperchlorhydria, 
increased salivation, jaundice, liver tenderness, mouth ulceration, salivary 
gland enlargement, stomach ulcer, tongue discoloration, and tongue 
edema, 

Endocrine System — Infrequent: hypothyroidism; Rare: goiter and 


hyperthyroidism. 
fem and bumahatic System — fnfrequent: anemia and lympha- 
denopathy; Aare: bleeding time increased, blood dyscrasia, leukopenia, 
ymp ocytosis, petechia, purpura, sedimentation rate increased, and 
thrombocythemia, 

Metabolic and Nutritional —Frequent: weight loss: Infrequent: generalized 
edema, mypoglycemta. peripheral edema, and weight gain, Rave: 
dehydrat 04, gout, hypercholesteremia, hyperglycemia, hyparlipemia, hypo- 
glycemic raaction, hypokalemia, hyponatremia, and iron deficiency anemia, 

Musculoskeletal ystem = lalrequent: arthritis, bone pain, bursitis, ten- 
osynovitis, and twitching; Aare: bone necrosis, chondrodystrophy, muscle 
hemorrhage, myositis, osteoporosis, pathological fracture, and rheumatoid- 
arthritis. 


nfarct, thrombophlebitis, 


ug System —Frequent: abnorma! dreams and agitation; infrequent: 
abnormal gait, acute brain syndrome, akathisia, amnesia, apathy, ataxia, 
buccoglcssal syndrome, CNS stimulation, convulsion, delusions, deper- 
sonalization, emotional lability, euphoria, hallucinations, hostility, hyper- 
kinesia, hypesthesia, incoordination, libido increased, manic reaction, 
neuralgie, neuropathy, paranoid reaction, psychosis, and vertigo; Rare: 
abnormal electroencephalogram, antisocial reaction, chronic brain 
syndroms, circumoral paresthesia, CNS depression, coma, dysarthria, 
dystonia, extrapyramidal syndrome, hypertenia, hysteria, myoclonus, 
nystagmus, paralysis, reflexes decreased, stupor, and torticollis. 

Respiratary System —Frequent: bronchitis, rhinitis, and yawn; /nfrequent: 
asthma, 3istaxis, hiccup, hyperventilation, and pneumonia: Aare: apnea, 
hemoptysis, hypoxia, larynx edema, lung edema, iung fibrosis/alveolitis, 
and pleural effusion. : ier 

Skin ang Appendages — Inlrequent: acne, alopecia, contact dermatitis, 
dry Skin, herpes simplex, maculopapular rash, and urticaria; Rare: eczema, 
erythema multiforme, fungal dermatitis, herpes zoster, hirsutism, psoriasis, 
purpuric ash, pustular rash, seborrhea, skin discoloration, skin hypertro- 
phy. subcutaneous nodule, and vesiculobullous rash. 

Special — Infrequent: amblyopia, conjunctivitis, ear pain, eye 
pain, mydriasis, photophobia, and tinnitus; Aare; blepharitis, cataract, cot- 
neal lesion, deafness, diplopia, eye hemorrhage, glaucoma, iritis, ptosis, 
strabismus. and taste loss. 

Urogerital System — infrequent: abnormal ejaculation, amenorrhea, 
breast pain, cystitis, dysuria, fibrocystic breast, impotence, ieukorrhea, 
Menopause, menorrhagia, ovarian disorder, urinary incontinence, urinary 
retention, urinary urgency, urination impaired, and vaginitis, Rare: abortion, 
albuminuria, breast enlargement, dyspareunia, epididymitis, female lacta- 
tion, hematuria, hypomenorthea, kidney caiculus, metrorrhagia, orchitis, 
polyuria, pyelonephritis, pyuria, salpingitis, urethral pain, urethritis, urinary 
tract disord3r, urolithiasis, uterine hemorrhage, uterine spasm, and vaginal 
hemorrhage. 

Postintroduction Reports ~ Voluntary reports of adverse events tem- 
porarily assaciated with Prozac that have been received since market intro- 
duction and which may have no causal relationship with the drug include the 
following: vaginal bleeding after drug withdrawal, hyperprolactinemia, 
thrombocytopenia, and confusion. 


Overdosage: Human Experience — As of December 1987, there were two 
deaths among approximately 38 reports of acute overdose with fluoxetine, 
either alone or in combination with other drugs and/or alcohol. One death 
involved a combined overdose with approximately 1,800 mg of fluoxetine and 
an undetermined amount of maprotiline, Plasma concentrations of fluoxetine 
and maprotitine were 4.57 mg/L and 4.18 mg/L respectively. A second death 
involved three drugs yielding plasma concentrations as foltows: fluoxetine, 
a mg/l: norfluoxetine, 1.10 mg/L; codeine, 1.80 mg/L; temazepam, 
80 mg/L. 

One other patient who reportedly took 3,000 mg of fluoxetine experienced 
two grand mal seizures that remitted spontaneously without specific anti- 
convulsant treatment (see Management). The actual amount of drug 
absorbed may have been less due to vomiting. 4 A 

Nausea ard vomiting were prominent in overdoses involving higher fluox- 
etine doses, Other prominent symptoms of overdose included agitation, 
restlessness, hypomania, and other signs of CNS excitation. Except-for the 
two deaths noted above, all other overdose cases recovered without residua, 

Since introduction, a single death attributed to overdose of fluoxetine 
alone has been reported. 


PV 2474 DPP [090789] 


Additiona’ information available to the profession on request. 
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Sandoz Introduces CLOZARILE (ctozapine — 


A Breakthrough Antipsychotic Agent 


_ For Patients Who Fail to Respond Adequately to Treatment With 
Appropriate Courses of Standard Antipsychotic Drugs 


Sandoz Pharmaceuticals Corporation has 
announced the introduction of CLOZARIL 
(clozapine), a new, atypical antipsychotic 
agent that has demonstrated efficacy against 
symptoms of schizophrenia in severely ill 
(“problem”) patients who fail to respond 
adequately to treatment with appropriate 
courses of standard antipsychotic drugs. The 
drug, whose pharmacologic profile suggests 
a unique mode of action, is being hailed as 
the first breakthrough in antipsychotic ther- 
apy in more than two decades. In a clinical 
trial, as reported by John Kane, MD, and 
others in an original article published in 

_ Archives of General Psychiatry, September 
1988, CLOZARIL (clozapine) proved sig- 


nificantly more effective than chlorproma- 
zine in controlling both the positive and 
negative symptoms of chronic schizo- 
phrenia. 

“CLOZARIL poses a very exciting op- 
portunity,” said John Kane, MD, chairman 
of the department of psychiatry, Hillside 
Hospital—-Long Island Jewish Medical Cen- 
ter, anda key CLOZARIL investigator. “Our 
multicenter study suggests that the drug may 
be an important therapeutic advance in the 
treatment of schizophrenia.” Other investi- 
gators have reported similar successes with 
CLOZARIL (clozapine) in many severely ill 
(“problem”) schizophrenics who failed 
to respond adequately to treatment with 

(Continued on page 3} 


Haloperidol Failures Respond 


Chronic schizophrenics who had failed 
to respond to a six-week course of haloper- 
idol showed significant improvement with 
CLOZARIL® therapy in the landmark mul- 
ticenter clinical trial. Symptoms began to 
improve within two weeks after CLOZARIL. 
therapy was begun. Improvement continued 
throughout the course of the study. 

‘Study subjects were selected on the basis 
of a history of failure to respond to standard 
antipsychotic therapy. Prospective criteria 
included treatment failure on at least 60 mg/ 
day of haloperidol. After six weeks, only 
1.6% of the patients treated with haloperidol 
had responded positively. Others failed to 
respond or were not able to tolerate the drug. 

‘When treated with CLOZARIL (cloza- 
pine), haloperidol nonresponders demon- 

ted significant improvement in a broad 

f symptoms on the Brief Psychiatric 











(BPRS), including the positive 
f thought disturbances: 


Many CLOZARIL-treated patients were 
rated significantly improved in the negative 
symptom cluster of anergia, The initial re- 
sponse to CLOZARIL therapy was dramatic 
and achieved statistical significance after 
only two weeks of treatment. 

Researchers concluded that some 30% 
of CLOZARIL-treated patients showed sig- 
nificant improvement in overall clinical con- 
dition in only six weeks. Similar results were 
seen in only 4% of chlorpromazine-treated 
patients. $ 
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According to Dr. Kane, the 
protocol of the CLOZARIL tria 
precedents. “Many people th 
an inordinately conservativ 
stacked the deck against 
investigator said. 

Patients were first selected o 
of a history of failure to respor 
three drugs from two 
over the previous five y 
treated with at least 60 mg/d 
idol and 6 mg/day of benizt 
six weeks. Patients who fi 
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the positive symptoms of 
hrenia shave traditionally received 
clinical attention, there is growing 








YCHIATRIC RATING SCALE 
CLUSTER OF FOUR 
POSITIVE SYMPTOMS 
_ (conceptual disorganization, 
iciousriess, hallucinatory behavior, 
unusual thought content) 
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: ‘symptoms sof schizophrenia that cause ‘much l 


of the chronic disability in long-term pa- 
tients. According to investigator Herbert 
Meltzer, MD, professor of psychiatry, Case 
Western Reserve University School of Medi- 
cine, “The really remarkable aspect of 
CLOZARIL has been its ability to deal with 
the deficit state, the apathy, lack of motiva- 
tion and loss of social skills.” 

Patients treated with CLOZARIL 
(clozapine) for six weeks demonstrated sig- 
nificant improvernent in a cluster of four 
key negative symptoms rated on the BPRS: 
emotional withdrawal, motor retardation, 
blunted affect and disorientation. Ratings of 
negative symptoms in patients in a control 
group treated with chlorpromazine remained 
unchanged. W 


REPRESENTATIVE 
POSITIVE 
SYMPTOMS 
Conceptual 
disorganization 


REPRESENTATIVE 

NEGATIVE 

SYMPTOMS 

Emotional 
withdrawal 

Motor retardation 

Blunted affect 


Suspiciousness 

Hallucinations 

Delusions 
{unusual thought 
content) 












costs alone range from $11.6 

billion a year. Then there are the indirect 
costs, such as patients’ lost income from 
inability to work, long-term disability pay- 
ments, subsidies for housing and food, and 
hours of care devoted by family members. 

A cost-effectiveness study by the Bat- 
telle Human Affairs Research Centers. in 
Washington, D.C., found that CLOZARIL® 
therapy may impact favorably upon the tre- 
mendous costs of chronic schizophrenia. 
After two years of treatment with 
CLOZARIL (clozapine), costs of care for 
problem schizophrenic patients declined by 
nearly 31% according to the investigators. 

The Battelle data were obtained from a 
retrospective study of 87 problem schizo-,’ 
phrenic patients in seven psychiatric facili- 
ties. It was demonstrated that average annual 
costs of mental health services declined from 
$80,440 per patient to $55,867 in the second 
year of CLOZARIL therapy. During the 
second year of therapy, hospitalization costs 
averaged $33,000 less per year for 
CLOZARIL patients than for those receiving 
standard antipsychotics. E 
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Unique Patient Management System 
Controls Blood Dyscrasia Risk 


The risk of CLOZARIL*-induced agran- 
ulocytosis can now be effectively managed, 
investigators say, with the introduction of the 
Clozaril Patient Management System®™ 
(CPMS®™), a comprehensive system of WBC 
testing, pharmacy, clinical laboratory and 
drug distribution services, all linked to com- 
pliance with required safety monitoring. 
CPMS™ utilizes the services of a national 
home healthcare company to monitor the 
white blood cell count of patients and to dis- 
pense CLOZARIL (clozapine). 

Although CLOZARIL (clozapine) pro- 
duces fewer extrapyramidal side effects than 
standard antipsychotics, it has a higher risk 
of potentially fatal agranulocytosis. Current 
estimates indicate a 1-2% incidence for 
CLOZARIL (clozapine). 

Worldwide use in the late 1970s con- 
vinced researchers that agranulocytosis could 
be recognized early. Fatalities declined 


~ sharply when clinicians became aware of the 
| need to monitor white blood cell (WBC) 

_ counts and to discontinue clozapine as soon” 
asa major drop in WBC count was detected. : 


othe part ofthe patients without interfe 


Allcases were detected through WBC count 
monitoring; »all reversed with discontinu- 
ation of therapy. There have been no deaths: 
in the United States from CLOZARIL 
associated agranulocytosis. 

Because there are often no clinical signs 
of the onset of leukopenia, researchers say, 
mandatory weekly WBC counts are of criti- 
cal importance in avoiding complications of 
agranulocytosis. With early detection, the 
WBC count will usually return to normal ap- 
proximately two weeks after the drug is dis- 
continued, reversing the condition. The goal 
of the mandatory monitoring system designed. 
for CLOZARIL (clozapine) is to ensure that 
all patients donate a blood sample before 
receiving their weekly supply of the drug. 
Patient Casé Administrators will alert psy- 
chiatrists to any changes in. WBC status. 

CPMS has been tested in pilot studies 
across the. United States and has achieved 
over 99% blood monitoring compliance o 
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(clozapine) 


SUPERIOR 
ANTIPSYCHOTIC 
EFFICACY 

THAT 

GIVES HOPE 
FOR 

A 

NEW 
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HOPE BEGINS 
| WITH SUPERIOR SYMPTOMATIC 
_ CONTROL’ 
In a six-week controlled study in severely 
ill (“problem”) schizophrenic patients 
who failed to respond adequately to 
treatment with appropriate courses of 
standard antipsychotic drugs: 


m CLOZARIL' (clozapine)succeeded after 
standard antipsychotics, including 
haloperidol, failed 


m Thirty percent of CLOZARIL patients experi- 
| _ enced dramatic global improvement in only 
T six weeks (as determined by the study's 
-rigorous efficacy criteria) vs only 4% of 
"patients receiving chlorpromazine 
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| Efficacy in both positive and negative 
symptomatology 




















HOPE CONTINUES WITH A VIRTUAL 
ABSENCE OF CERTAIN ACUTE 
EXTRAPYRAMIDAL SYMPTOMS 


m CLOZARIL (clozapine) is indicated for patients 
intolerant of standard antipsychotics 


m No confirmed cases of tardive dyskinesia 
in over 15 years’ worldwide experience 


m Side effects that have been reported 
include: agranulocytosis (1—2%), transient 
sedation (39% ), hypersalivation (31%), 
tachycardia (25%), constipation (14%), 
hypotension (9% ), hypertension (4% ) and 
weight gain (4%) 

m CLOZARIL use is associated with a 
substantial risk of seizure, an apparently 
dose-dependent reaction affecting 
1—2% of patients at low doses (below 
300 mg/day), 3—4% at moderate doses, 
and 5% at high doses (600—900 mg/day)” 


HOPE IS MAINTAINED THROUGH A 
MANDATORY WBC MONITORING 
SYSTEM WHICH HELPS MANAGE 
THE RISK OF AGRANULOCYTOSIS 


m Agranulocytosis, a potentially fatal disorder, 
occurs in 1—2% of patients 


m The Clozaril Patient Management System™ 
(CPMS*™) was created as an efficient means 
to detect developing agranulocytosis 

m This structured weekly monitoring and drug 
delivery system helps to protect the patient 
and to support the physician 


|}CLOZARIL 





(clozapine) 
25 mg and 100 mg tablets 


CLOZARIL therapy is available only through 
the Clozaril Patient Management System. 

Call 1-800-237-CPMS (2767) or mailin a 
completed CPMS patient enrollment form to 
prescribe CLOZARIL (clozapine). Contact your 
Sandoz Mental Health Sales Representative 
for general information on CLOZARIL (ciozapine) 
and the Clozaril Patient Management System. 


“Ina double-blind study of CLOZARIL (clozapine) versus chlorpromazine 
encompassing 268 patients, all of whom had first failed on at least 
three standard antipsychotics over a five-year period and then 


ana trial nf hinh-dnse halnneridal 


CLOZAR LOZARI L 


(clozapine) 


A BEACON OF 





call 1-800-237.CPMS (2767) 
or mail in a completed CPMS patient enrollment form. 


} Tachycardia, hypotension and hypertension are the principal cardiovascular effects associated with CLOZARIL (clozapine). 


+Because of the substantial risk of seizure associated with CLOZARIL use, a dosage ceiling of 600 mg/day is recommended, although some patients 
may require up to 900 mg/day for a therapeutic effect. 





(clozapine) 
25 mg and 100 mg tablets 
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emonstráted the effect of 6-9 months’ 
treatment with CLOZARIL* (clozapine) on 
social function and interpersonal relation- 
ships in 21 problem schizophrenic patients. 
According to Dr. Meltzer, “The extent of 
improvement in the QLS [Quality of Life 
Scale] scores after 6 months’ clozapine treat- 
ment was. impressive. Total QLS scores 
nearly tripled during this period. Total QLS 
scores at least doubled in 76% of the patients. 
The improvement was most marked in the 
area of ability to work or return to school, but 
was also strong in intrapsychic foundations 
and interpersonal relations.” 

The new drug has created considerable 

Kcitement among families of chronic 
schizophrenic patients. As one parent said, 
“For us, CLOZARIL (clozapine) means new 
hope, and that’s been a scarce commodity 
among schizophrenic patients and their 
families.” 

Because of its unique pharmacologic pro- 
file, CLOZARIL (clozapine) is thought to 
have a somewhat different mode of action 
than standard antipsychotics. The new drug 
is characterized by a virtual absence of certain 




















































Temple University 
Accredits 
CLOZARIL’ 


Educational Program 


Temple University has accredited the 
CLOZARIL Educational Program devel- 

d by Sandoz Pharmaceuticals Corpora- 
‘tion to ensure safe and efficacious use of this 
new atypical antipsychotic agent. A series of 
teleconference workshops will be held at 
over 600 sites across the country, Physicians 
who participate will receive 4 hours of CME 
credit for attending the conference and com- 
pleting the self-study materials. 
"These regional workshops will feature 
videotaped presentations and live interactive 
discussions via two-way telephone hookups. 
This will allow CLOZARIL investigators 
-and other experts to answer audience ques- 
tions on the spot. Psychiatrists and allied 
healthcare professionals attending the work- 
shops will receive information about the 
benefits and risks of CLOZARIL therapy 
and the appropriate selection and manage- 
ment of patients. 
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; a). Also, unlike Satand antipsy- : 
chotics, it causes little or no elevation in: 
serum prolactin levels and has not been linked 


to any confirmed cases of tardive dyskinesia. 

However, it does carry an increased risk 
of seizure and agranulocytosis, necessitating 
weekly blood monitoring for all patients. 
The incidence of agranulocytosis, a poten- 
tially fatal disorder, associated with 
CLOZARIL (clozapine) is 1-2%. In Europe 
— principally before 1977 — prior to recog- 
nition and management of the risk, a num- 
ber of fatalities occurred, With mandatory 
weekly white blood cell (WBC) monitoring, 
all cases in the United States through mid- 
1989 (15 in over 1,700 patients) have 
reversed, and no fatalities have occurred. W 


Side Effects Profile 
Further 
Distinguishes 
CLOZARIL (clozapine) 


Because of its unique pharmacologic 
profile, CLOZARIL (clozapine) appears to 
have a more specific mechanism of action 
than standard antipsychotics. This may be 
the reason for the virtual absence of.certain 
acute extrapyramidal side effects —- and no 
confirmed cases of tardive dyskinesia. Re- 
searchers theorize that this is because the 
drug has been shown in animal studies to be 
more selective for dopamine receptors in the 
limbic area of the brain, rather than the 
striatal receptors affected by most standard 
antipsychotics. In addition, in both pre- 
clinical and clinical studies, CLOZARIL 
(clozapine) causes little or no elevation of 
serum prolactin levels, and thus tends not to 
produce prolactin-related side effects as do 
other antipsychotic drugs. 

CLOZARIL (clozapine) is, however, as- 
sociated with a higher incidence of agranulo- 
cytosis than standard antipsychotics — 1-2% 
as compared with 0.1% for standard agents. 
Careful monitoring through the Clozaril 
Patient Management System™ (CPMS™) 
will help promote early detection and timely 
drug discontinuation. Other side effects that 
have been reported include transient seda- 
tion (39%), hypersalivation (31%), tachycar- 
dia (25%), constipation (14%), hypotension 
(9%), seizures (5%), hypertension (4%) and 
weight gain (4%). 

CLOZARIL use is. associated with a sub- 
stantial risk of seizure, an apparently dose- 


orram reaction affecting 1-2% of pa- 
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ded to physician weekly by Case 
Pas ‘values are normal, weekly 
and IL dispensing, continues 


eens or others, 


- istrators arrange for patients’ blood to 


Physician Preseribes CLOZARIL* (clozapine) 
Calls. 1-800-237-CPMS (2767) or mails in a completed 
CPMS patient enrollment form 
Case Administrator becomes primary contact 


i y cts rl (Continued from page 3) 


ion of complex. machinery, 
omobile, swimming, im : 


drawn weekly, and the samples sent for 


analysis to Roche Biomedical Laboratories, _ 


a national clinical laboratory. A Clozapak™ 
seven-day supply of CLOZARIL (cloza- 
pine) is released upon collection of blood 
samples. CPMS operates on the principle of 
“No blood, no drug” to ensure that 
CLOZARIL (clozapine) is administered in 
the safest possible manner. The drug will be 
obtainable only through the Clozaril Patient 
Management System. 

A CPMS Case Administrator coordi- 
nates WBC testing, reporting and drug deliv- 
ery. For inpatients, weekly monitoring is 
performed in the hospital. Case Administra- 
tors arrange for weekly monitoring of outpa- 
tients. Ifa WBC test is missed, the Case Ad- 
ministrator will reschedule collection and 
pickup to transport the blood specimen to the 
laboratory. 

When the patient’s blood sample is col- 
lected, a week's supply of CLOZARIL 
(clozapine) is dispensed (see chart). Each 
week, results of the WBC count are sent to 
the prescribing psychiatrist. The Case 
Administrator will alert the psychiatrist im- 
mediately by telephone if the white blood 
cell count drops significantly. 


Ho he Clozaril Patient Management System™ (CPMS™) Works 















Outpatients: Weekly Blood Sample 
Blood drawn at outpatient facility by CPMS staff 


CLOZARIL (clozapine) Delivered 
CPMS staff delivers prescribed seven-day supply of 
medication to outpatients when blood sample is drawn 







i Blood Sample Analysis 
Roche Biomedical Laboratories 
reports results to CPMS Case Administrator 


performs WBC counts and 





Abnormal Results 
Case Administrator alerts physician 
immediately by telephone 
Physician initiates additional testing procedures 























Particular attention should be paid to 
patients. with underlying cardiovascular dis- 
ease or arrhythmias. Sustained tachycardia 
is a frequent occurrence in patients (25%) 
taking CLOZARIL tablets, with patients 
having an average increase in pulse rate of 


10-15 bpm. ‘Hypotension (9%) and hyper- 
; tension (4%) are other cardiovasculareffects Te aoned rear 
: associated with CLOZARIL piace Ë TE e a 


sites selected | r th sS. ti 
‘CLOZARIL comparative study. Hesaidthat 





the. weekly patient follow-up provided by 
CPMS often improves compliance with the 
drug regimen and decreases recidivism. Some 
patients chronically hospitalized will respond 
so dramatically they can be discharged. 
Clinicians who would like more informa- 
tion about CPMS may contact their Sandoz 
Mental Health Sales Representative. W 


Management System 
Frees Psychiatrists 


From Routine Tasks 


The Clozaril Patient Management System™ 
(CPMS™) relieves psychiatrists of the burden 
of hematological monitoring that must accom- 
pany CLOZARIL*® therapy. The mandatory 
weekly white blood cell counts are conducted 
by Caremark Homecare, Inc., a national home 
healthcare agency, under the supervision of an 
agency Case Administrator, who arranges for’ 
the specimens tobe transported and analyzed by 
Roche Biomedical Laboratories, a national 
clinical laboratory. 

The physician need only call 1-800-237- 
CPMS (2767) to prescribe CLOZARIL (cloza- 
pine) or mail in a completed CPMS patient 
enrollment form. Thereafter, the Case Admin- 
istrator will coordinate blood testing and drug 
dispensing, and report blood test results to the 
prescribing psychiatrist. At all times, the phy- 
sician retains clinical control of the patient. 

When the patient’s WBC count is normal, 
the drug will be dispensed routinely, with the 
report mailed to the psychiatrist. Should a drop 
in WBC count occur, the psychiatrist will be 
contacted immediately by telephone. 8 


Investigators Report 
Virtual Absence of 
Certain Acute EPS 


Unlike standard antipsychotics, a virtual 
absence of certain acute extrapyramidal side 
effects (EPS), such as acute dystonia, is associ- 
ated with CLOZARIL® administration. The 
incidence of other EPS, such as akathisia and 
rigidity, is also much lower with CLOZARIL 








therapy than with other agents. In a double- 
blind comparison of CLOZARIL. (clozapine) 
and qhlorpronnirineerarpine. li of 6 












(clozapine) 
TABLETS 


CAUTION: Federal law prohibits dispensing without a prescription. 


CONTRAINDICATIONS 

CLOZARIL is contraindicated in patients with myeloproliferative disorders, ar a history of 
CLOZARIL-induced agranulocytosis or severe granulocytopenia. CLOZARIL should not be used sì- 
multaneously with other agents having a well-known potential to suppress bone marrow function. As 
with more typical antipsychotic drugs, CLOZARIL is contraindicated in severe central nervous system 
depression or comatose states from any cause. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATEN- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC ORUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT IS STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL IS AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM™ 
(CPMS®™), 





Seizures 

Seizure has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 5%, based on the occurrence of one or more seizures 
in 61 of 1743 patients exposed to CLOZARIL during its clinical testing prior to domestic 
marketing (i.e., a crude rate of 3.5%). Dose appears to be an important predictor of seizure, 
with a greater likelihood of seizure at the higher CLOZARIL doses used, 

Caution should be used in administering CLOZARIL to patients having a history of seizures 
or other predisposing factors. Because of the substantial risk of seizure associated with 
CLOZARIL use, patients should be advised not to engage in any activity where sudden loss of 
consciousness could cause serious risk to themselves or others, e.g., the operation of 











Agranulocytosis 

Agranuiocytosis, defined as a granulocyte count (polys + bands) of less than 500 per 
mm, has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 1.3%, based on the occurrence of 15 U.S. cases out of 
1743 patients exposed to CLOZARIL during its clinical testing prior to domestic marketing. 
All of these cases occurred at a time when the need for close monitoring of WBC counts was 
already recognized. This reaction could prove fatal if not detected early and therapy 
interrupted. While no fatalities have been associated with the U.S. agranulocytosis cases, 
and all cases have recovered fully, the U.S. sample is too smal! to reliably estimate the case 
fatality rate. Of the 112 cases of agranulocytosis reported worldwide in association with 
CLOZARIL use as of December 31, 1986, 35% were fatal. However, lew of these deaths 
occurred since 1977, at which time the knowledge of CLOZARIL-induced agranulocytosis 
became more widespread, and close monitoring of WBC counts more widely practiced. 
Nevertheless, it is unknown at present what the case fatality rate will be tor CLOZARIL- 
induced agranulocytosis, despite strict adherence to the recommendation for weekly 
monitoring of WBE counts. 

Treatment should not be initiated if the WBC count is less than 3500 per mm’, or if the 
patient has a history of a myeloproliferative disorder, or previous CLOZARIL-induced 
agranulocytosis or granulocytopenia. Patients should be advised to report immediately the 
appearance of lethargy, weakness, fever, sore throat or any other signs of infection. if, ater 
the initiation of treatment, the total WBC count has dropped below 3500 per mm? or it has 
dropped by a substantial amount from basefine, even if the count is above 3500 per mm’, or 
if immature forms are present, a repeat WBC count and a difterential count should be done. 
if subsequent WBC counts and the differential count reveal a total WBC count between 3000 
and 3500 per mm’ and a granulocyte count above 1500 per mm”, twice weekly WBC counts 
and differential counts should be performed. 

if the total WBC count falis below 3000 per mm? or the granulocyte count below 1500 per 
mm’, CLOZARIL therapy should be interrupted and patients should be carefully monitored tor 
flu-like symptoms or other symptoms suggestive of infection. CLOZARIL therapy may be 
resumed if no symptoms of infection develop, and if the total WBC count returns to levels 
above 3000 per mm? and the granulocyte count returns to levels above 1500 per mm’. 
| However, in this event, twice-weekly WBC counts and differential counts should continue 

until total WBC counts return to levels above 3500 per mm’. 

If the total WBC count fails below 2000 per mm? or the granulocyte count falls below 
1000 per mm’, bone marrow aspiration should he considered to ascertain granulopoietic 
status. Protective isolation with close observation may be indicated if granulopoiesis is 
determined to be deficient. Should evidence of infection develop, the patient should have 
appropriate cultures performed and an appropriate antibiotic regimen instituted. 

Patients whose total WBC counts fall below 2000 per mm’, or granulocyte counts below 
1000 per mm? during CLOZARIL therapy should not be re-challenged with CLOZARIL. 
Patients discontinued from CLOZARIL therapy due to significant W8C suppression have been 
found to develop agranulocytosis upon re-challenge, often with a shorter latency on re- 
exposure. To reduce the chances of re-challenge occurring in patients who have 
experienced significant bone marrow suppression during CLOZARIL therapy, a single, 
national master file will be maintained confidentially within the CPMS (Clozaril Patient Man- 
agement System). 

Except for evidence of significant bone marrow suppression during initial CLOZARIL 
therapy, there are no established risk factors, based on worldwide experience, for the 
development of agranulocytosis in association with CLOZARIL use. However, a dispropor- 
tionate number of the U.S. cases of agranulocytosis occurred in patients of Jewish 
background compared to the overall proportion of such patients exposed during the domestic 
development of CLOZARIL. Most of the U.S. cases occurred within 4-10 weeks of exposure, 
but neither dose nor duration is a reliable predictor of this problem. No patient 
characteristics have been clearly linked to the development of agranulocytosis in association 
with CLOZARIL use, but agranulocytosis associated with other antipsychotic drugs has been 
reported to occur with a greater frequency in women, the elderly and in patients who are 
cachectic or have serious underlying medical illness; such patients may also be at particular 
risk with CLOZARIL. 

To reduce the risk of agranulocytosis developing undetected, CLOZARIL will be 
dispensed only within the Clozaril Patient Management System. 











complex machinery, driving an automobile, swimming, climbing, etc. 


Adverse Cardiovascular Effects 

Orthostatic hypotension can occur with GLOZARIL treatment, especially during initial titration in 
association with rapid dose escalation, and may represent a continuing risk in some patients. 
Tachycardia, which may be sustained, has also been observed in approximately 25% of patients 
taking CLOZARIL, with patients having an average increase in pulse rate of 10-15 bom. The 
Sustained tachycardia is not simply a reflex response to hypotension, and is present in all positions 
monitored, Either tachycardia or hypotension may pose a serious risk for an individual with 
compromised cardiovascular function, A minority of CLOZARIL-treated patients experience ECG 
repolarization changes similar to those seen with other antipsychotic drugs, including 5-T segment 
depression and flattening or inversion of T waves, which all normalize after discontinuation of 
CLOZARIL. The clinical significance of these changes is unclear. However, in clinical trials with 
CLOZARIL, several patients experienced significant cardiac events, including ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained death, Causality assessment 
was difficult in many of these cases because of serious preexisting cardiac disease and plausible 
alternative causes. Rare instances of sudden, unexplained death have been reported in psychiatric 
patients, with or without associated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use is unknown, CLOZARIL should be used with caution in patients with 
known cardiovascular disease, and the recommendation for gradual titration of dose should be 
carefully observed. 


Neuroleptic Malignant Syndrome 

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome 
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic instability (irregular 
pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). No cases of NMS have 
been attributed to CLOZARIL alone. However, there have been several reported cases af NMS in 
patients treated concomitantly with lithium or ether CNS-active agents. 


Tardive Dyskinesia 

A syndrome consisting of potentially irreversible, involuntary. dyskinetic movements may develop 
in patients treated with antipsychotic drags. Although the prevalence of the syndrome appears to be 
highest among the elderly, especially elderly wamen, it is impossible to rely upon prevalence 
estimates to predict, at the inception of treatment, which patients ara Hkely to develop the syndrome. 

There are several reasons for predicting that CLOZARIL may be different fram other antipsychotic 
drugs in its potential for inducing tardive dyskinesia, including the preclinical finding that it has a 
relatively weak dopamine blocking effect and the clinical finding of a virtual absence of certain acute 
extrapyramidal symptoms, g.g., dystonia. In addition, there have been no confirmed cases of tardive 
dyskinesia developing in association with CLOZARIL use. Nevertheless, it cannot yet be concluded, 
without more extended experience, that CLOZARIL is incapable of inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis and seizure, both of which present a continuing 
risk over time, the extended treatment of patients failing to show an acceptable level of clinical 
response should ordinarily be avoided. In addition, the need for continuing treatment in patients 
exhibiting beneficial clinical responses should be periodically re-evaluated, During CLOZARIL 
therapy, patients may experience transient temperature elevations above 100.4°F (38°C), with the 
peak incidence within the first three weeks of treatment. While this fever is generally benign and seit- 
limiting, it may necessitate discontinuing patients from treatment. On occasion, there may be an 
associated increase or decrease in WBC count. Patients with fever shouid be carefully evaluated to 
rule out the possibility of an underlying infectious process or the development of agranulocytosis, In 
the presence of high fever, the possibility of neuroleptic malignant syndrome (NMS) must be 
considered. CLOZARIL has very potent anticholinergic effects, and great care should be exercised in 
using this drug in the presence of prostatic enlargement or narrow angle glaucoma. Because of 
initial sedation, CLOZARIL may impair mental and/or physical abilities, especially during the first few 
days of therapy. The recommendations for gradual dose escalation should be carefully adhered to, 
and patients cautioned about activities requiring alertness. Clinical experience with CLOZARIL in 
patients with concomitant systemic diseases is limited. Nevertheless, caution is advisable in using 
CLOZARIL in patients with hepatic, renal or cardiac disease. 


{ntormation tor Patients 

Patients who are to receive CLOZARIL should be warned about the significant risk of developing 
agranulocytosis, They should be informed that weekly blood tests are required to monitor for the 
occurrence of agranulocytosis, and that CLOZARIL tablets will be made available only through a 
special program designed to ensure the required blood monitoring. Patients should be advised to 
report immediately the appearance of lethargy, weakness, fever, sore throat, malaise, mucous 
membrane ulceration or other possible signs of infection, Particular attention should be paid to any 
flu-like complaints or ather symptoms that might suggest infection. Patients should be informed of 
the significant risk of seizure during CLOZARIL treatment, and they should be advised to avold 
driving and any other potentially hazardous activity while taking CLOZARIL. Patients should be 
advised of the risk of orthostatic hypotension. especially during the period of initial dase titration. 
Patients should notify their physician if they are taking, or plan to take, any prescription or over-the- 
counter drugs or alcohol. Patients should notify their physician if they become pregnant or intend to 
become pregnant during therapy. Patients should not breast feed an infant if they are taking 
CLOZARIL. 
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Drug interactions 

The risks of using CLOZARIL in combination with other drugs have not been systematically 
evaluated. The mechanism of CLOZARIL-induced agranulocytosis is unknown; nonetheless, the 
possibility that causative factors may interact synergistically to increase the risk and/or severity of 
bone marrow suppression warrants consideration. Therefore, CLOZARIL should not be used with 
other agents having a well-known potential to suppress bone marrow function. Given the primary 
CNS effects of CLOZARIL, caution is advised in using it concomitantly with other CNS-active drugs. 
Because CLOZARIL is highly bound to serum protein, the administration of CLOZARIL to a patient 
taking another drug which is highly bound to protein (e.g., warfarin, digoxin) may cause an increase 
in plasma concentrations of these drugs, potentially resulting in adverse effects. Conversely, adverse 
effects | may result fram displacement of protein-bound CLOZARIL by other highly bound drugs. 


CLOZARIL may also potentiate the hypotensive affects of antihypertensive drugs and the 
anticholinergic effects of atropine-type drugs. The administration of epinephrine should be 
avoided in the treatment of drug-induced hypotension because of a possible reverse epinephrine 
effect. 


Pragnancy Category B 

There are no adequate and well-controlled studies in pregnant women. Because animal 
reproduction studies are not always predictive of human response, and in view of the desirability of 
keeping the administration of all drugs to a minimum during pregnancy, this drug should be used 
only if clearly needed. 


ADVERSE REACTIONS 

Adverse events observed in association with the use of CLOZARIL in clinical trials at an incidence 
of 5% or greater were: central nervous system complaints, including drowsiness/sedation, dizziness/ 
vertigo, headache and tremor; autonomic nervous system complaints, including salivation, sweating, 
dry mouth and visual disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, including constipation and nausea; and fever. Complaints 
of drowsiness/sedation tend to subside with continued therapy or dose reduction. Salivation may be 
profuse, especially during sleep, but may be diminished with dose reduction. 


DOSAGE AND ADMINISTRATION 
Initial Treatment 

It is recommended that treatment with CLOZARIL begin at 25 mg once or twice daily, and then be 
continued with daily dosage increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose 
of 300 to 450 mg/day by the end of two weeks. Subsequent dosage increments should be made no 
more than once- or twice-weekly, in increments not to exceed 100 mg. Cautious titration and a 
divided dosage schedule are necessary to minimize the risks of hypotension, seizure, and sedation. 


Therapeutic Dose Adjustment 

Dally'dosing should continue on a divided basis as an effective and tolerable dose level is sought. 
While many patients may respond adequately at doses between 300-600 mg/day, it may be 
necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response. [Note: 
In the multicenter study providing the primary support for the superiority of CLOZARIL in treatment 
resistant patients, the mean and median GLOZARIL doses were both approximately 600 mg/day.) 

Because of the possibility of increased adverse reactions at higher doses, particularly seizures, 
patients should ordinarily be given adequate time to respond to a given dose level before escalation 
to a higher dose is contemplated. 

Dosing should not exceed 900 mg/day. 


Discontinuation of Treatment 

In the event of planned termination ot CLOZARIL therapy, gradual reduction in dose is 
recommended over a1 to 2 week period. However, should a patient's medical condition require 
abrupt discontinuation (¢.g., leukopenia), the patient should be carefully observed for the recurrence 
of psychotic symptoms, 

CLOZARIL is available only through the Clozaril Patient Management System, a program that 
combines white blood cell testing, patient manitoring, pharmacy, and drug distribution services, 
all linked to compliance with required safety monitoring. 


To prescribe CLOZARIL call 1-800-237-CPMS (2767) or mail in a completed CPMS Enrollment 
Form. ' 
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THE MANFRED S. 


GUTTMACHER AWARD 





The American Psychiatric Associa- 
tion and the American Academy of 
Psychiatry and the Law invite ap- 


plications for the 1991 Manfred S. 
Guttmacher Award. 


This award is given for an outstanding 
contribution to the literature of forensic 
psychiatry in the form of a book, 
monograph, paper, or any other work 
presented at a professional meeting or 
published between May 1, 1989, and 
April 30, 1990. The award will be for- 
mally presented in May 1991 at the 
American Academy of Psychiatry and 
the Law meeting held in conjunction 
with the American Psychiatric Associa- 
tion Annual Meeting in New Orleans. 
The award includes an honorarium of 
$500 and a plaque. The travel expenses 
of a nonmember winner will be reim- 
bursed up to $500. The recipient is ex- 
pected to give an award lecture. The 
award will be cited in the Convocation 
of Fellows program of the 1991 APA 
Annual Meting. 


Anyone wishing to apply should sub- 
mit six copies of work, along with six 
copies of an abstract to William H. 
Reid, M.D., M.P.H., Chairman, Gut- 
tmacher Award Board, American 
Psychiatric Association, 1400 K Street, 
N.W., Suite 327, Washington, DC 
20005. 


Entries must be received by May 15, 
1990. Entries will be acknowledged 
but not returned. 


Improvement that depressed patients 
can wake up and notice... 





BE W Better days 
s start with, 
A better nights 


E Up to 97% of depressed patients experience 
some kind of sleep disturbance, and often 
it may be the presenting sign. 


E Sleep disturbances respond particularly well 
to once-a-day Sinequan” (doxepin HCI)... 
as it works to relieve underlying depression 
and anxiety?’ 


The possibility of drug interaction should be considered if the patient 
is receiving other drugs concomitantly. 


Antidepressant ‘ 
effectiveness with the SINEQU AN 
nighttime advantage 


(doxepin HC) sss 


pha onama apsule strength is inte naed fo r maintenance therapy only and is not 
ROERIG dho ended for initiation of treatm 
division of Pfizer Pharmaceuticals pain see brief summary of SERBIAN (doxepin HCI) prescribing information 
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BRIEF SUMMARY 

SINEQUAN® (doxepin HCI) Capsules/Oral Concentrate 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hypersensitivity to the drug. Possibility 
of cross sensitivity with other dibenzoxepines should be kept in mind. 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. These disorders should be 
ruled out, particularly in older patients. 

Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent iliness or patients taking other 
medications should be carefully adjusted. This is especially important in patients receiving other medications with 
anticholinergic effects 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric patients should be adjusted 
carefully based on the patient's condition 

Usage in Pregnancy: Reproduction studies have been performed in rats, rabbits, monkeys and dogs and there was no 
evidence of harm to the animal fetus. The relevance to humans is not known. Since there is no experience in pregnant 
women who have received this drug, safety in pregnancy has not been established. There has been a report of apnea and 
drowsiness occurring in a nursing infant whose mother was taking SINEQUAN 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not recommended because sate 
conditions for its use have not been established 
Drug Interactions. 

JAO Inhibitors: Serious side effects and even death have been reported following the concomitant use of certain 
drugs with MAO inhibitors. Therefore, MAO inhibitors should be discontinued at least two weeks prior to the cautious 
initiation of therapy with SINEQUAN. The exact length of time may vary and is dependent upon the particular MAO 
inhibitor being used, the length of time it has been administered, and the dosage involved 

Cimetidine: Cimetidine has been reported to produce clay significant fluctuations in steady-state serum concen- 
trations of various tricyclic antidepressants. Serious anticholinergic symptoms (i.e., severe dry mouth, urinary 
retention and blurred vision) have been associated with elevations in the serum levels of tricyclic antidepressant when 
cimetidine therapy is initiated. Additionally, higher than expected tricyclic antidepressant levels have been observed 
when they are begun in patients already taking cimetidine. In patients who have been reported to be well controlled on 
tricyclic antidepressants receiving concurrent cimetidine therapy, discontinuation of cimetidine has been reported to 
decrease established steady-state serum tricyclic anti depressant levels and compromise their therapeutic effects 

Alcohol: It should be borne in mind that alcoho! ingestion may increase the danger inherent in any intentional or 
unintentional SINEQUAN overdosage. This is especially important in patients who may use alcohol excessively 

Tolazamide: A case of severe hypoglycemia has been reported in a type II diabetic patient maintained on tolazamide 

1 gm/day) 11 days after the addition of doxepin (75 mg/day). 

ecautions. Since drowsiness may occur with the use of this drug, patients should be warned of the possibility and 
Cautioned against driving a car or operating dangerous machinery while taking the drug. Patients should also be 
cautioned that their response to alcohol may be potentiated. 

Since suicide is an inherent risk in any depressed patient and may remain so until significant improvement has 
occurred, patients should be closely supervised during the early course of therapy. Prescriptions should be written for the 
smallest feasible amount 

Should increased symptoms of psychosis or shift to manic symptomatology occur, it may be necessary to reduce 
dosage or add a major tranquilizer to the dosage regimen 
Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been specifically reported with 
SINEQUAN use. However, due to the close pharmacological similarities among the tricyclics, the reactions should be 
considered when prescribing SINEQUAN (doxepin HCI). 

Anticholinergic Effects: by mouth, blurred vision, constipation, and urinary retention have been reported. If they do 
not subside with continued therapy, or become severe, it may be necessary to reduce the dosage 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. This tends to disappear as 
therapy is continued. Other infrequently reported CNS side effects are confusion, disorientation, hallucinations, 
numbness, paresthesias, ataxia, extrapyramidal symptoms, seizures, tardive dyskinesia, and tremor. 

Caroiovascii: Cardiovascular effects including hypotension, hypertension, and tachycardia have been reported 
occasionally. 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred. 

Hematologic: Eosinophilia has been reported in a few patients. There have been occasional reports of bone marrow 
depression manifesting as agranulocytosis, leukopenia, thrombocytopenia, and purpura 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, and aphthous stomatitis have 
been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testicular swelling, gynecomastia in males, enlargement of breasts and 
galactorrhea in the female, raising or lowering of blood sugar levels, and syndrome of inappropriate antidiuretic hormone 
secretion have been reported with tricyclic administration 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaundice, alopecia, headache, 
eracerhaeen of asthma, and hyperpyrexia (in association with chlorpromazine) have been occasionally observed as 
adverse effects 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms upon abrupt cessation of treatment 
after prolonged SINEQUAN administration should be borne in mind. These are not indicative of addiction and gradual 
withdrawal of medication should not cause these symptoms 
Dosage and Administration. For most patients with illness of mild to moderate severity, a starting daily dose of 75 mg is 
recommended. Dosage may subsequently be increased or decreased at appropriate intervals and according to individual 
response. The usual optimum dose range is 75 mg/day to 150 mg/day. 

In more severely ill patients higher doses may be required with subsequent gradual increase to 300 mg/day if 
necessary. Additional therapeutic effect is rarely to be obtained by exceeding a dose of 300 mg/day. 

In patients with very mild symptomatology or emotional symptoms accompanying organic disease, lower doses may 
suffice. Some of these patients have been controlled on doses as low as 25-50 mg/day. 

The total daily dosage of SINEQUAN may be given on a divided or once-a-day dosage schedule. If the once-a-day 
schedule is empleg the maximum recommended dose is 150 mg/day. This dose may be given at bedtime. The 150 mg 
capsule strength is intended for maintenance therapy only and is not recommended for initiation of treatment. 

Anti-anxiety effect is apparent before the antidepressant effect. Optimal antidepressant effect may not be evident for 
two to three weeks 
Overdosage. 

A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias and tachycardias 

Also: urinary retention (bladder atony) decreased PERRIN motility (paralytic ileus), hyperthermia (or hypo- 
thermia), hypertension, dilated pupils, hyperactive reflexes. 

B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary. 

2. Severe: Medical management of severe SINEQUAN overdosage consists of aggressive supportive therapy. If the 
patient is conscious, gastric lavage, with appropriate precautions to prevent pulmonary aspiration, should be performed 
even though SINEQUAN is rapidly absorbed. The use of activated charcoal has been recommended, as has been 
continuous gastric lavage with saline for 24 hours or more. An adequate airway should be established in comatose 
patients and assisted ventilation used if necessary. EKG monitoring may be required for several days, since relapse after 
apparent recovery has been reported, Arrhythmias should be treated with the appropriate antiarrhythmic agent. It has 
been reported that many of the cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in adults may be 
reversed by the slow intravenous administration of 1 mg to 3 mg of physostigmine salicylate. Because physostigmine is 
rapidly metabolized, the dosage should be repeated as required. Convulsions may respond to standard anticonvulsant 
therapy, however, barbiturates may potentiate any respiratory depression. Dialysis and forced diuresis generally are not 
of value in the management of overdosage due to high tissue and protein binding of SINEQUAN 
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THE AMERICAN JOURNAL OF PSYCHIATRY 
Special Article 


Studies of the Epidemiology of Bulimia Nervosa 


Christopher G. Fairburn, D.M., M.Phil., M.R.C.Psych., and Sarah J. Beglin, B.A. 


Research on the epidemiology of bulimia nervosa 
has focused largely on the prevalence of the disorder. 
As methods have improved, consensus has increased 
regarding the prevalence rate among adolescent and 
young adult women—about 1%. However, the accu- 
racy of this figure and its clinical significance must be 
questioned. In this synthesis of the epidemiological 
work to date, the authors review the literature from a 
clinical and research perspective. They recommend a 
shift in emphasis away from studies of the distribution 
of the disorder toward studies of the determinants of 
the whole spectrum of the disturbance that exists in the 
community. 

(Am J Psychiatry 1990; 147:401-408) 


B ulimia nervosa is an eating disorder that has three 
core features (1). First, there are recurrent epi- 
sodes of overeating sometimes referred to as “binges”; 
second, there are various forms of behavior designed 
to control shape and weight, including extreme diet- 
ing, excessive exercising, self-induced vomiting, and 
the taking of laxatives or diuretics; and third, there are 
extreme concerns about shape and weight. The first 
articles on the disorder began to appear in the 1970s, 
and it was included in DSM-III under the name “‘bu- 
limia.” Since then, the disorder has been the subject of 
much interest, stimulated, no doubt, by the large num- 
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ber of patients who have come forward seeking help 
for this hitherto little known problem (2, 3). 

The topic that has perhaps attracted most research 
attention has been the epidemiology of the disorder. It 
is the aim of this paper to consider what has been 
learned from this large body of research. The majority 
of studies have been concerned with the prevalence of 
the disorder among adolescent and young adult 
women. These will be considered first, the studies be- 
ing subdivided according to their method of case de- 
tection. Then, three special types of study will be con- 
sidered: studies of subgroups thought to be either at 
high or low risk of developing bulimia nervosa, studies 


` designed to investigate changes in prevalence over 


time, and studies with a longitudinal design. 


c 


PREVALENCE STUDIES 


Most of the research on the epidemiology of bulimia 
nervosa has focused on its distribution; more than 50 
prevalence studies have been conducted. The popula- 
tions investigated have generally been those in which 
bulimia nervosa is thought to be most common, 
namely, Caucasian females between 14 and 40 years of 
age. 

The studies may be usefully divided into three 
groups on the basis of their method of case detection. 
The first group consists of those that have relied ex- 
clusively upon subjects’ responses to self-report ques- 
tionnaires to make diagnoses of bulimia nervosa. The 
second and third groups have improved upon this 
practice by making diagnoses on the basis of clinical 
interviews, in most cases after the samples have been 
screened for potential cases through the use of a self- 
report questionnaire. With a two-stage design of this 
type, the accuracy of the prevalence rate obtained de- 
pends to a large extent upon the ability of the screening 
instrument to detect potential cases. An efficient instru- 


401 


EPIDEMIOLOGY OF BULIMIA NERVOSA 


TABLE 1. Prevalence of Key Features of Bulimia Nervosa Deter- 
mined by Studies Using Self-Report Questionnaires 





Prevalence (%) 


Number of 

Feature Mean SD Range Studies 
Binge eating 

Current 35.8 21.4 7-79 16 

At least weekly 15.7 9.4 5-39 11 
Current strict dieting or 

fasting 29.0 15.0 7-55 8 
Self-induced vomiting 

Current 8.0 5.1 2-21 14 

At least weekly 2.4 1.4 04 8 
Laxative misuse 

Current 5.8 3.3 2-12 11 

At least weekly 2.7 1.6 1-5 5 


ment should detect all cases while minimizing the num- 
ber of false positive subjects who need to be inter- 
viewed. In the second group of studies the diagnoses 
were made by interview, but the performance of the 
screening instrument was not formally evaluated. The 
findings of these studies must be distinguished from 
those of the third group, in which either there was an 
evaluation of the screening instrument or there was no 
screening phase at all and instead, the entire sample 
was interviewed. 


Studies That Relied Upon Self-Report Questionnaires 


The majority of the studies of the prevalence of bu- 
limia nervosa have based their diagnoses exclusively 
on subjects’ responses to self-report questionnaires (4— 
41). In these studies the subjects completed question- 
naires designed to elicit the core features of bulimia 
nervosa. On the basis of their responses, the prevalence 
rates of individual features of the disorder, as well as 
the prevalence of the full syndrome itself, have been 
calculated. 

Table 1 shows the prevalence rates of the key fea- 
tures of bulimia nervosa, as determined by these stud- 
ies. It can be seen that binge eating, the ill-defined but 
widely used term to denote the cardinal feature of bu- 
limia nervosa, is a commonly reported behavior. On 
average, across the 16 studies that provide the neces- 
sary information, more than one-third of the respond- 
ents report current episodes of binge eating; however, 
the range in the figures obtained is considerable. Of the 
behavior used to control shape or weight, strict dieting 
or fasting is the most prevalent, being reported by 
more than one-quarter of respondents. Current self- 
induced vomiting and laxative misuse are much less 
common, especially when practiced weekly. Few of the 
studies attempted to identify the attitudinal distur- 
bance characteristic of bulimia nervosa (1), described 
by Russell (42) as a “morbid fear of becoming fat” and 
in DSM-III-R as a “persistent overconcern with shape 
or weight.” (This feature was not included in the 
DSM-III criteria.) Indeed, since so few studies have 
attempted to assess the presence of these attitudes, and 
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their methods have been so varied, no conclusions can 
be drawn regarding the prevalence of these attitudes. 
The same applies to the use of diuretics, appetite sup- 
pressants, and exercise as means of controlling shape 
and weight. 

Table 2 presents the figures for the prevalence of 
bulimia nervosa itself. The mean prevalence across the 
self-report studies of the DSM-III syndrome of bulimia 
is almost 10%. Since the DSM-III criteria have been 
criticized for being overinclusive (1), many investiga- 
tors have added severity criteria with the hope of in- 


` creasing the similarity between cases detected in com- 


munity surveys and those seen in clinics. This has 
resulted in markedly lower prevalence rates being ob- 
tained. For example, if it is specified that binge eating 
should occur at least weekly, the average prevalence of 
DSM-III bulimia decreases markedly, and if it is re- 
quired that purging should also occur at this rate, the 
mean prevalence falls still further. Four studies have 
determined the prevalence of the syndrome bulimia 
nervosa, employing either Russell’s original definition 
(42) or the DSM-III-R criteria. The latter are generally 
regarded as the most satisfactory criteria for diagnosis 
of the syndrome. Table 2 shows the mean prevalence 
rates and the ranges across these studies. 

There are three reasons to have misgivings about the 
findings and interpretation of these prevalence studies. 
The first concerns the samples themselves. Half of 
them have consisted of college students, often those 
enrolled in psychology classes at prestigious private 
universities. This group could hardly be considered 
representative of the group of women in the commu- 
nity thought to be vulnerable to bulimia nervosa. The 
findings of the early media-based surveys suggest that 
students form only a minority of those with the disor- 
der (43, 44). Other populations that have been studied 
include subjects who attend family planning clinics (7, 
28) and general practices (9, 35); however, as with 
students, there is difficulty generalizing from them to 
women in the general population. For example, sub- 
jects who have a significantly low weight are likely to 
be underrepresented in family planning clinics, since 
their sexual appetite may be low or even absent, 
whereas women with bulimia nervosa may be overrep- 
resented among general practice patients because of 
the psychological and physical problems that usually 
accompany the disorder. - 

The second problem concerns the response rates ob- 
tained. Often these have been unsatisfactory, the mean+ 
SD response rate across the studies being 74.4%+ 
20.9%, and ranging from 34% to 100%. Clearly, in 
studies with a low response rate there is a definite pos- 
sibility of bias, since the respondents may not be rep- 
resentative of the sample from which they were drawn: 
People with bulimia nervosa may be more or less likely 
than others to return self-report questionnaires about 
eating habits and attitudes. In some studies the prob- 
lem of response rate has been overcome by studying 
“captive” populations such as subjects who attend 
clinics. With populations of this type, a response rate 


Am J Psychiatry 147:4, April 1990 


CHRISTOPHER G. FAIRBURN AND SARAH J. BEGLIN 


TABLE 2. Prevalence of Bulimia Nervosa Determined by Studies That Used Three Methods of Case Detection 








Interview——More Sophisticated 











Self-Report Questionnaires Interview—Preliminary Studies Studies 
Prevalence (%) ig Prevalence (%) Senaat Prevalence (%) oast 
o o Eoo oee o 
Diagnosis Mean SD Range Studies Mean SD Range Studies Mean SD Range Studies 
DSM-III bulimia 90 43 3-19 20 1.9 19 0-5 4 1.5 1.0 1-3 4 
DSM-III bulimia with weekly 
binge eating 3.6 2.0 07 13 — — —— 0 — — — — 
DSM-III bulimia with weekly 
binge eating and purging 28 28 1-10 11 — — — 0 10 — — 1 
Bulimia nervosa diagnosed with 
Russell (42) or DSM-III-R 
criteria 26 10 2-4 4 16 — — 1 0.9 03 0-1 4 


of over 90% can often be obtained. For example, the 
two studies of subjects who attended family planning 
clinics (7, 28) had response rates of 96% and 89%, 
respectively. However, the advantage of studying cap- 
tive populations is offset by the difficulty, already men- 
tioned, of generalizing from them to women in the 
general population. 

The most major shortcoming shared by these studies 
is their method of case detection. They have relied ex- 
clusively upon self-report questionnaires to identify the 
key features of bulimia nervosa and thereby to make 
diagnoses. This procedure is not satisfactory, since sev- 
eral of the central features of the disorder present ma- 
jor difficulties of definition and interpretation (45). A 
good example is binge eating. Most of the question- 
naires ask about binge eating, yet this term does not 
have a generally accepted specific meaning. It certainly 
cannot be assumed that people who report eating in 
binges, however defined, necessarily experience eating 
episodes of the type seen among patients with bulimia 
nervosa. This is probably one of the reasons why the 
range in the figures obtained for binge eating is so 
wide. Similar difficulties apply to the identification of 
the attitudes toward shape and weight that are char- 
acteristic of the disorder. For example, responses to 
questions in self-report questionnaires about “‘feeling 
fat” or “being preoccupied with your weight” are not 
a sufficient basis for deciding whether or not the sub- 
ject has the overvalued ideas characteristic of people 
with bulimia nervosa. Instead, to elicit the key features 
of bulimia nervosa and thereby make a diagnosis, it is 
generally accepted that a face-to-face clinical interview 
is required. The inclusion of a clinical diagnostic inter- 
view in more recent studies therefore represents a sig- 
nificant methodological advance. 


Preliminary Interview-Based Studies 


There are five studies in this group (46—50). They 
have in common the fact that a two-stage design was 
. used in which a self-report screening instrument was 
employed to identify individuals with probable bu- 
limia nervosa; these individuals were then interviewed 
to establish a definite diagnosis. Unfortunately, these 
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studies did not include a formal evaluation of the per- 
formance of their screening instrument. Therefore, 
their findings have to be interpreted with caution, since 
an uncertain number of cases may not have been in- 
terviewed and may thus have escaped detection. More 
confidence may be placed in the diagnoses themselves, 
however, since they were made by clinical interview. 
Regarding the two other methodological issues raised 
earlier, satisfactory response rates were obtained in 
three of the five studies, but only one investigated a 
nonstudent group. 

Table 2 summarizes the findings of these studies. It 
can be seen that the prevalence rates for both DSM-III 
bulimia and for bulimia nervosa are markedly lower 
than those from studies that used self-report question- 
naires. These lower rates may well reflect the improved 
method for making diagnoses. 


More Sophisticated Interview-Based Studies 


The eight studies in this group are of two types. Six 
(51-56) used a two-stage design and included a test of 
the efficiency of their screening instrument. In the re- 
maining two (57, 58), an attempt was made to inter- 
view the entire sample. While the latter approach must 
be the design of choice, since it obviates the need for a 
screening instrument, it is rarely practicable. Regretta- 
bly, both the studies that used this approach are flawed 
in other respects: In one the sample consisted of vol- 
unteers ‘“‘obtained from local churches, industries, and 
university hospital clinics” (57), a group subject to a 
variety of selection biases, while in the other (58) the 
diagnostic interview consisted of a telephone call that 
lasted an average of 15 minutes—a procedure that few 
clinicians would regard as adequate to establish a di- 
agnosis. With one possible exception, the six studies 
with a two-stage design are also open to serious criti- 
cism, since they share a significant methodological 
shortcoming. In the testing of the performance of the 
screening instrument, too few of those who scored be- 
low the chosen cutoff point were interviewed to deter- 
mine the likely number of missed cases of bulimia ner- 
vosa. With a disorder with a prevalence in the region 
of 1% to 2%, several hundred of those who score 
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below the cutoff point should be interviewed to obtain 
a good idea of the false negative rate. In only one study 
was this number even approached (56). In the remain- 
der, so few of those scoring below the cutoff point 
were interviewed that it would be surprising if any 
missed cases were detected. Thus, the reported sensi- 
tivities of these screening instruments are likely to be 
artificially inflated. 


The studies in this group have included samples rep- . 


resentative of those in the community thought to be 
prone to develop the disorder. Of particular note is the 
study by Johnson-Sabine et al. (56) of girls attending 
state schools in London. This study and those by King 
(52), Schotte and Stunkard (54), and Szmukler (51) 
also stand out for their high response rates. The im- 
portance of a high response rate is underscored by a 
subsidiary finding of the study by Johnson-Sabine et al. 
(56). They investigated nonrespondents and found that 
of a group of 17, two were receiving treatment for 
anorexia nervosa. These were the only cases of ano- 
rexia nervosa identified in the entire study. Whether 
some of the other nonrespondents had bulimia nervosa 
is not clear, but it is a possibility, given that the disor- 
der is often deliberately hidden. This finding is not 
reassuring, since it suggests that eating disorders may 
be overrepresented among those who choose not to 
cooperate with prevalence studies; this conclusion is 
reinforced by King’s finding (59) that all three women 
who refused to have a diagnostic interview had repeat- 
edly consulted their family doctor with concerns about 
their weight. 

In table 2 the findings of this group of studies are 
also summarized. The prevalence rates of bulimia ner- 
vosa were still lower than those from the preliminary 
interview-based studies. The consistency of the rates 
for bulimia nervosa, as defined either by Russell’s cri- 
teria (42) or by those of DSM-III-R, is particularly 
striking. Thus, it seems that improved methodology 
has brought increasing consensus on the prevalence of 
the disorder. However, it is important not to confuse 
consistency with accuracy, a point that will be consid- 
ered further in the Discussion section. 


STUDIES OF SPECIAL SUBGROUPS 


Rather than studying subjects from the general pop- 
ulation, some studies have focused upon particular 
subgroups within society. Such studies are of potential 
interest, since, if the rates of bulimia nervosa obtained 
differ significantly from those in the general popula- 
tion, this may highlight factors that affect the risk of 
developing the disorder. Unfortunately, the studies of 
this type have been disappointing. Their methods have 
not been comparable to those of the more sophisti- 
cated prevalence studies, and none has set out to iden- 
tify potential risk or protective factors. Nevertheless, 
some of their findings are of note. 
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Men 


Many of the prevalence studies have included men in 
the samples studied, and their findings have confirmed 
the clinical impression that bulimia nervosa is uncom- 
mon among men. For example, King (52, 59), in one of 
the most rigorous studies to date, divided eating dis- 
orders of clinical severity into cases of bulimia nervosa 
and “partial syndrome,” on the basis of a structured 
clinical interview. He found that the combined preva- 
lence of these two categories of disorder was 3.9% 
among women and 0.5% among men. Given this find- 
ing and those of the other studies, it seems reasonable 
to conclude that the comparatively small number of 
men who present for the treatment of bulimia nervosa 
reflects a genuine difference in the prevalence of the 
disorder between the two sexes rather than being an 
artifact attributable to factors such as differential case 
detection and referral. None of the studies has exam- 
ined the various possible explanations for this discrep- 
ancy between the sexes. 


Nonwhites 


Nonwhites are another group that has received par- 
ticular attention. As with men, clinical experience’ sug- 
gests that bulimia nervosa is underrepresented among 
nonwhites, although a recent report suggests that the 
number of cases among blacks is increasing (60). One 
of the prevalence studies had a sufficient number of 
nonwhites among its sample to derive an estimate of 
the prevalence of bulimia nervosa among this sub- 
group (47), and there has been a single study of a black 
college population (61). In addition, ethnic differences 
in prevalence among schoolgirls in a town in the north 
of England have been investigated (62). With the ex- 
ception of the last study, markedly lower rates of bu- 
limia nervosa have been found among nonwhites than 
whites. 

There has also been a comparison of Arab female 
students living in London with those living in Cairo 
(63). This study found a greater level of disturbance 
among the London students. Unfortunately, the find- 
ings of this study and, indeed, those of the other stud- 
ies of nonwhites have been interpreted somewhat in- 
judiciously. All the studies have relied upon self-report 
questionnaires to some extent, either to make diag- 
noses or as screening instruments, yet not one has 
evaluated their performance within the particular pop- 
ulation being studied. It cannot be assumed that in- 
struments of this type perform in the same way in 
different populations. This criticism applies to all the 
studies of special subgroups. 


Athletes 
Those who are under pressure to be physically fit 
have also been investigated. Clearly, athletes are a het- 


erogeneous group with respect to the pressures that 
they face. While in almost every sport, build influences 
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performance, only in some is weight per se of critical 
importance. Two sports of particular interest are wres- 
tling and horse racing. In both, the participants must 
repeatedly meet specific weight thresholds, and this 
may necessitate employing extreme weight-control 
measures. For example, both wrestlers (64) and jock- 
eys (65) repeatedly dehydrate themselves to “make 
weight” or “waste,” their terms for losing weight. 
Whether this puts them at risk of developing bulimia 
nervosa is not clear. The studies of wrestlers have not 
been designed to detect cases of bulimia nervosa, and 
that of jockeys was compromised by a low response 
rate. However, the jockey study (65) did obtain anec- 
dotal accounts of trainee jockeys who had dropped out 
because of severe and.uncontrolled weight loss; this 
was accompanied in one case by regular binge eating 
and vomiting. It seems possible that these trainees had 
indeed developed a clinical eating disorder. 

Within populations in which weight is necessarily 
important, diagnosing eating disorders is often diffi- 
cult, since many accepted diagnostic markers are open 
to misinterpretation. For example, as King (59) notes, 
it is essential to distinguish between behavior aimed at 
maintaining a particular weight for vocational or 
sporting reasons and that driven by the overvalued 
ideas characteristic of patients with eating disorders. 
Possibly a key factor to assess is the extent to which the 
individual’s behavior remains under his or her control. 
If subjects report that they are no longer able to con- 
trol their eating habits or attempts to lose weight, this 
suggests that they have developed a clinical eating 
disorder. 


People With Obesity 


Episodes of overeating are reported to be common 
among patients who are obese, and studies have shown 
that up to 40% of these patients meet the criteria for 
the DSM-III syndrome of bulimia (66). To our knowl- 
edge, the proportion who meet the diagnostic criteria 
for bulimia nervosa has not been studied. It is likely to 
be considerably lower than 40%, since sustained strict 
dieting and regular purging are both uncommon 
among those who are overweight (67). 


People With Diabetes Mellitus 


Although the coincidence of eating disorders and 
diabetes was once thought to be uncommon (68), a 
succession of case reports describing the coexistence of 
the two disorders has been published over the past 
decade. There have also been a number of studies of 
the prevalence of eating disorders among patients with 
diabetes (69-73), although not one has been satisfac- 
tory. The samples investigated have mostly been un- 
representative of young diabetic patients as a whole, 
and the procedures used to detect cases have been 
fraught with problems. For example, investigators 
have tended to assume that screening instruments per- 
form in the same or in a similar way with patients with 
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diabetes as they do with those who do not have the 
disease. This assumption is almost certainly not war- 
ranted, given that some degree of dietary restraint and 
concern about weight is encouraged among patients 
with diabetes. 


People With Psychiatric Disorders 


There have been three studies of the prevalence of 
bulimia nervosa among psychiatric inpatients. In com- 
mon with the majority of other studies, their methods 
of case detection have had significant shortcomings. 
Their findings have also been inconsistent. One study 
found a very high prevalence (74); one found a prev- 
alence equivalent to that of a college sample, although 
the rates of vomiting and laxative misuse were higher 
(75); and one found no cases at all (76). 

To investigate the comorbidity of bulimia nervosa 
and other psychiatric disorders, inpatients are not a 
good group to study, since they are subject to a variety 
of selection biases. The ideal group would be a com- 
munity sample of psychiatric cases, but to date there 
have been no studies of this group. There have been 
two small studies of the prevalence of eating disorders 
among patients receiving treatment for alcohol abuse 
(77, 78). In both, features suggestive of bulimia ner- 
vosa were found to be common. Whether this associ- 
ation would also be found among community samples 
of those who abuse alcohol is not known. It may be 
that the association is peculiar to a subgroup of those 
who drink excessively, perhaps those with associated 
personality disturbance. 


STUDIES OF CHANGES IN PREVALENCE OVER TIME 


Two studies have attempted to investigate changes 
in the prevalence of bulimia nervosa and its elements 
over time. In principle, if clear changes were identified, 
this might help identify factors of relevance to the eti- 
ology of the disorder. One of the studies was of school- 
girls (41), and the other was of college freshmen (22). 
Each involved studying a sample similar to one studied 
some years earlier. The study of schoolchildren found 
a decrease in the prevalence of binge eating and DSM- 
III bulimia (between 1981 and 1986), whereas the 
study of college freshmen found that the prevalence 
had increased (between 1980 and 1983). Since both 
studies relied exclusively upon self-report question- 
naires to make diagnoses, not too much weight should 
be placed upon their findings. 


LONGITUDINAL STUDIES 


To evaluate the clinical significance of the findings of 
the prevalence studies it is important to know the ex- 
tent to which community subjects with bulimia ner- 
vosa resemble those seen in clinics. Four preliminary 
longitudinal] studies have been designed to address this 


405 


EPIDEMIOLOGY OF BULIMIA NERVOSA 


issue. The four longitudinal studies (39, 40, 59, 79) 
have yielded two findings of note. The first is that in 
many cases, eating disorder symptoms wax and wane 
in severity; this is especially true of subjects with less 
severe symptoms. The second is that there is a sub- 
group whose eating disorder appears to persist. This 
subgroup has the most severely disturbed eating habits 
and attitudes. Thus, it appears that community cases 
of bulimia nervosa may be heterogeneous with respect 
to course and that in only a minority does the eating 
disorder run à persistent course similar to that of clin- 
ical cases. 


DISCUSSION 


It will be evident from this account of the epidemi- 
ological work to date that the goal of the majority of 
studies has been to determine the prevalence of bulimia 
nervosa among adolescent and young adult women. 
The studies have become increasingly sophisticated 
over the past decade, while at the same time, the diag- 
nostic criteria for the disorder have been refined (80). 
These two influences have resulted in progressively 
lower estimates of the prevalence of the disorder. The 
most sophisticated studies are impressively consistent 
in finding that bulimia nervosa appears to have a prev- 
alence rate of about 1% among adolescent and young 
adult women. However, as mentioned earlier, it is im- 
portant not to confuse consistency with accuracy, since 
the studies may all be subject to equivalent sources of 
error. For example, the evidence that eating disorders 
are overrepresented among those who choose not to 
cooperate with prevalence studies suggests that the fig- 
ures obtained may be an underestimate of the true rate. 
Whether it will ever be possible to obtain a precise 
figure for the prevalence of the disorder is open to 
doubt. 

To evaluate the clinical significance of the findings of 
the prevalence studies, the degree of associated psychi- 
atric and physical morbidity of community-based cases 
has to be known. When interpreting their findings, in- 
vestigators have tended to assume that the clinical se- 
verity of these cases is equivalent to that of clinic-based 
cases. This assumption is not warranted, since there 
have been no studies in which the clinical characteris- 
tics of community-based and clinic-based cases have 
been compared, other than one investigation of the 
subgroup in the community who volunteer for treat- 
ment studies (81). Given the likely prevalence of bu- 
limia nervosa, such a comparison of community-based 
and clinic-based cases would require screening a siz- 
able population to identify a sufficient number of com- 
munity-based cases. What is clear from the prevalence 
studies is that only a small subgroup of those with 
bulimia nervosa is actually in treatment. It is likely that 
this subgroup is atypical in a number of respects. For 
example, their eating habits may be more disturbed, 
and they may have greater levels of associated psycho- 
pathology. Until the psychiatric and physical morbid- 
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ity of community-based and clinic-based cases have 
been compared, it would seem reasonable to assume 
that the subjects detected in community surveys are a 
less disturbed group. Support for this assumption 
comes from the finding of the longitudinal studies that 
in only a minority of community-based cases does the 
eating disorder persist over time. 

A problematic topic, yet one that has hardly been 
addressed, is the difficulty i in applying accepted diag- 
nostic criteria to subjects in the community (82). Ex- 
isting criteria have been derived on the basis of the 
experience of clinicians who, of necessity, work with 
the small subgroup of individuals who seek treatment 
for an eating disorder. As already mentioned, this sub- 
group is likely to be atypical. In the community a 
spectrum of disturbance is encountered in which there 
appear to be no obvious discontinuities between nor- 
mality and psychopathology. One major contribution 
that future epidemiological research could make 
would be to derive an empirically based classification 
of eating disorders that takes account of the full spec- 
trum of disturbance that exists in the community. To 
do so, subjects representative of the whole spectrum 
would need to be assessed with a measure that is ca- 
pable of generating both dimensional and categorical 
data (45, 83). In addition, subjects’ psychiatric, phys- 
ical, and social adjustment would need to be evaluated 
to determine the levels of eating disorder psychopa- 
thology that are associated with various degrees of im- 
paired functioning. Preferably, such a study should be 
longitudinal in design, since, as Kendell has stated 
(84), “diagnostic concepts stand or fall by the strength 
of the prognostic and therapeutic implications they 
embody.” 

Research of this type would undoubtedly yield find- 
ings of both practical importance and theoretical in- 
terest. It would be of great value to know which forms 
of disturbance are likely to resolve of their own accord, 
since they would merit little or no therapeutic inter- 
vention; in contrast, those likely to persist would jus- 
tify early detection and treatment. Knowledge of prog- 
nostic factors might also further our understanding of 
psychopathological mechanisms; for example, were 
the cognitive view of the maintenance of these disor- 
ders correct (85), the presence of extreme concerns 
about body shape and weight should be predictive of a 
poor outcome. 

The ability of epidemiological studies to illuminate 
the etiology of disorders has yet to be exploited in this 
field. Of the epidemiological research conducted to 
date, the studies of special groups are potentially of 
greatest significance in this regard. To be informative, 
such studies need to start out with a hypothesis con- 
cerning putative etiological factors and a design capa- 
ble of testing it. Regrettably, the few comparative stud- 
ies thus far conducted have been concerned simply 
with the detection of possible differences in prevalence 
and not with their explanation. 

An analytic research design that needs to be ex- 
ploited is the case-control study. This type of study is 


Am J Psychiatry 147:4, April 1990 


intended to test specific causal hypotheses. To obtain a 
sufficient number of representative cases, a large gen- 
eral population sample would first need to be screened. 
Then, the rates of occurrence of the individual factors 
under investigation could be compared in the cases and 
in suitably matched control subjects. If these rates were 
found to differ, this would suggest that the factors con- 
cerned may be of causal importance. “Cases” from 
across the whole spectrum of disturbance could be in- 
vestigated in this way. Although complex to design 
and analyze, case-control studies are attractive, since 
several different causal hypotheses may be simulta- 
neously tested. 


CONCLUSIONS 


It has been our aim in this paper to evaluate the large 
body of research on the epidemiology of bulimia ner- 
vosa. It has emerged that as methods have improved, 
consensus has increased regarding the prevalence of 
the disorder among adolescent and young adult 
women. We question whether much is to be gained 
from further prevalence studies of the type conducted 
to date. Instead, comparisons of the characteristics of 
clinic- and community-based cases are needed to inter- 
pret the clinical significance of the prevalence rates ob- 
tained. In addition, it is our view that it is time for a 
shift in emphasis away from prevalence per se toward 
studies of the nature, course, and etiology of the full 
spectrum of disturbance that exists in the community. 
Research of this type should broaden and deepen our 
currently limited understanding of eating disorders. 
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A Debate 





The Psychiatric Patient’s Right to Effective Treatment: 
Implications of Osheroff v. Chestnut Lodge 


Gerald L. Klerman, M.D. 


Although Osheroff v. Chestnut Lodge never reached 
final court adjudication, the case generated widespread 
discussion in psychiatric, legal, and lay circles. The 
author served as a consultant to Dr. Osheroff and tes- 
tified that Chestnut Lodge failed to follow through 
with appropriate biological treatment for its own di- 
agnosis of depression, focusing instead on Dr. Osher- 
offs presumed personality disorder diagnosis and 
treating him with intensive long-term individual psy- 
chotherapy. The author suggests that this case involves 
the proposed right of the patient to effective treatment 
and that treatments whose efficacy has been demon- 
strated have priority over treatments whose efficacy 
has not been established. 

(Am J Psychiatry 1990; 147:409-418) 





I n recent decades, the courts have played a growing 
role in setting standards for psychiatric treatment. 
Important court decisions have established the pa- 
tient’s right to treatment, the patient’s right to refuse 
treatment, and the patient’s right to the least restrictive 
environment. Most of these court decisions have con- 
cerned patients in public institutions, many of whom 
have been hospitalized involuntarily under civil com- 
mitment statutes. With regard to nongovernmental in- 
stitutions and the private practice of psychiatry, the 
courts have mainly been involved in cases of negli- 
gence, many of which involved adverse consequences 


Received Nov. 15, 1988; accepted March 3, 1989. From the De- 
partment of Psychiatry, Cornell University Medical Center, New 
York: Address reprint requests to Dr. Klerman, New York Hospital, 
Cornell University Medical College, Payne Whitney Clinic, 525 East 
68th St., New York, NY 10021. 

The author thanks the many colleagues who reviewed drafts of 
this paper and offered suggestions and comments, particularly Allan 
Frances, Donald Klein, Robert Michels, and Alan Stone. 

Copyright © 1990 American Psychiatric Association. 


Am J Psychiatry 147:4, April 1990 


of biological treatments, such as drugs and convulsive 
therapy, or issues related to suicide (unpublished 1985 
paper by K. Livingston). 

Recently, the lawsuit of Osheroff v. Chestnut Lodge 
was settled out of court. The plaintiff claimed negli- 
gence because the institution failed to institute drug 
treatment and persisted in the use of individual psy- 
chotherapy as the sole treatment for his severe depres- 
sion. This lawsuit is considered a landmark case deal- 
ing with a number of important issues confronting 
psychiatry—particularly the need for standards for 
psychiatric treatment and the ethical and legal conse- 
quences of the absence of such standards. The case has 
been widely discussed in legal journals (1), in the lay 
press (2), and in psychiatric circles (3—5); it was also 
discussed by Alan Stone in a paper given at the 1988 
meeting of the American College of Psychiatrists. 

The standards for psychiatric treatment include the 
safety, efficacy, and appropriateness of psychiatric 
treatment. These have long been subjects of contro- 
versy among the medical profession, psychiatry, and 
the public in general. The controversies have increased 
in recent years due to the introduction of new psycho- 
tropic drugs, new forms of psychotherapy and behav- 
ior therapy, increases in the types and numbers of men- 
tal health professionals, and the growing utilization of 
mental health services (6). 

The lawsuit of Osheroff v. Chestnut Lodge raises a 
number of important clinical, scientific, public policy, 
and legal issues. The clinical issues have to do with the 
validity of psychiatric diagnoses and the criteria used 
in making treatment decisions. The scientific issues 
pertain to the nature of evidence for the safety and 
efficacy of psychiatric treatments. The public policy 
issues pertain to the respective roles and responsibili- 
ties of federal and state governments, the courts, and 
professional organizations in the protection of the wel- 
fare of patients with psychiatric conditions and the 
provision of careful, valid diagnoses and effective, hu- 
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mane treatment and care. The legal issues have to do 
with the definition of standards of care in the criteria 
for malpractice and negligence. 

I will summarize the salient clinical and legal devel- 
opments in Dr. Osheroff’s case, reviewing issues that 
have clinical, scientific, public policy, and legal impli- 
cations. I will conclude with recommendations for 
clinical practitioners and for the profession. 


THE CASE OF DR. OSHEROFF 


Permission has been obtained from the patient to use 
his name and to report details of his history and treat- 
ment. Under usual circumstances, the patient’s identity 
and that of the institutions where he was treated would 
not be given. However, since this case has already been 
discussed in the lay press (2) and in professional jour- 
nals where the patient and the institutions have been 
frequently identified, further attempts at anonymity 
would be unjustified. 

The patient, Dr. Rafael Osheroff, a 42-year-old, 
white male physician, was admitted to Chestnut Lodge 
in Maryland (in the Washington, D.C., metropolitan 
area) on Jan. 2, 1979. His history included brief peri- 
ods of depressive and anxious symptoms as an adult; 
these had been treated on an outpatient basis. He had 
completed medical school and residency training, was 
certified as an internist, and became a subspecialist in 
nephrology. He was married and had three children— 
one with his current wife and two with his ex-wife. 

Before his 1979 hospitalization, Dr. Osheroff had 
been suffering from anxious and depressive symptoms 
for approximately 2 years and had been treated as an 
outpatient with individual psychotherapy and tricy- 
clic antidepressant medications. Dr. Nathan Kline, a 
prominent psychopharmacologist in New York, had 
initiated outpatient treatment with tricyclic medica- 
tion, which, according to Dr. Kline’s notes, produced 
moderate improvement. The patient, however, did 
not maintain the recommended dose, his clinical con- 
dition gradually worsened, and hospitalization was 
recommended. 

The patient was hospitalized at Chestnut Lodge for 
approximately 7 months. During this time he was 
treated with individual psychotherapy four times a 
week. He lost 40 pounds, experienced severe insomnia, 
and had marked psychomotor agitation. His agitation, 
manifested by incessant pacing, was so extreme that 
his feet became swollen and blistered, requiring med- 
ical attention. 

The patient’s family became distressed by the length 
of the hospitalization and by his lack of improvement. 
They consulted a psychiatrist in the Washington, D.C., 
area, who spoke to the hospital leadership on the pa- 
tient’s behalf. In response, the staff at Chestnut Lodge 
held a clinical case conference to review the patient’s 
treatment. They decided not to make any major 
changes—specifically, not to institute any medication 
regimen but to continue the intensive individual psy- 
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chotherapy. Dr. Osheroff’s clinical condition contin- 
ued to worsen. At the end of 7 months, his family had 
him discharged from Chestnut Lodge and admitted to 
Silver Hill Foundation in Connecticut. 

On admission to Silver Hill Foundation, Dr. Osher- 
off was diagnosed as having a psychotic depressive re- 
action. His treating physician began treatment with a 
combination of phenothiazines and tricyclic antide- 
pressants. Dr. Osheroff showed improvement within 3 
weeks and was discharged from Silver Hill Founda- 
tion within 3 months. His final diagnosis was manic- 
depressive illness, depressed type. 

Although the patient’s final diagnosis on discharge 
from Silver Hill was manic-depressive illness, de- 
pressed type, testimony of the treating physician at 
Silver Hill revealed that, of the two DSM-II diagnoses 
that would subsume a depressive illness as severe as 
Dr. Osheroff’s (manic-depressive illness, depressed 
type, and psychotic depressive reaction), the diagnosis 
of manic-depressive illness, depressed type, was se- 
lected because of the potential future complications 
regarding child custody that could arise from a diag- 
nostic label including the term “psychotic.” The Silver 
Hill physician further testified that she did not find 
evidence of a narcissistic personality disorder in Dr. 
Osheroff and that the correct diagnosis according to 
DSM-III terminology would be major depressive epi- 
sode with psychotic features. 

Following his discharge from Silver Hill Foundation 
in the summer of 1979, the patient resumed his med- 
ical practice. He has been in outpatient treatment, re- 
ceiving psychotherapy and medication. He has not 
been hospitalized and has not experienced any epi- 
sodes of depressive symptoms severe enough to inter- 
fere with his professional or social functioning. He has 
resumed contact with his children and has also become 
active socially. 


THE LEGAL ACTIONS 


In 1982, Dr. Osheroff initiated a lawsuit against 
Chestnut Lodge. He claimed that as a result of the 
negligence of Chestnut Lodge in not administering 
drug treatment, which would have quickly returned 
him to normal functioning, in the course of a year he 
lost a lucrative medical practice, his standing in the 
medical community, and custody of two of his children. 

When Dr. Osheroff’s suit came before the Maryland 
Health Care Arbitration Panel it was marked, among 
other things, by the large number of expert witnesses 
for the plaintiff, including Drs. Donald Klein, Bernard 
Carroll, Frank Ayd, and myself. The Arbitration Panel 
found for the plaintiff and awarded him financial dam- 
ages (7). This was not a majority decision, however, 
and the director of the Arbitration Panel sent the panel 
back for an amended decision, which reduced the 
award, Under Maryland statute, once an arbitration 
process is concluded, any party to the proceedings may 
reject the panel’s arbitration and call for court review. 
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Both sides appealed. The claimant, Dr. Osheroff, re- 
quested a jury trial, which was to have taken place 
in October 1987. However, before any action was 
taken by the court, a settlement was agreed on by both 
parties. 


CLINICAL AND SCIENTIFIC ISSUES 


This case raises a number of clinical and scientific 
issues. The clinical issues have to do with the validity 
of the diagnosis and the process of decision making 
with regard to treatment. The scientific issues have to 
do with the nature of evidence for safety and efficacy of 
psychiatric treatments. 


Divisions Within Psychiatry in the United States 


Resolution of both the clinical and scientific issues is 
made difficult by the divisions within psychiatry in the 
United States, where psychiatry is divided theoretically 
and clinically into differerit schools—biological, psy- 
choanalytic, and behavioral (7). This aspect of the so- 
ciology of psychiatry and other mental health profes- 
sions and its effect on trdining and practice have been 
documented for a number of years (8—11). Various 
terms have been used tö describe these divisions and 
splits—schools, movertients, ideologies, and para- 
digms, for example (10, 12, 13). Whatever term is 
used, there is agréement that the differences in theory 
and practice involve controversies over the nature of 
mental illness, the appropriateness of different forms 
of treatment, and the nature of the evidence for the 
safety and efficacy of such treatments. 

Chestnut Lodge has played an important role in the 
modern history of psychiatry in the United States. For 
more than 40_ years, Chestnut Lodge has been one of 
the major centers of theory and clinical practice in 
intensive individual psychotherapy based on psycho- 
analytic and interpersonal paradigms (14). Harry 
Stack Sullivan (15), who formulated the interpersonal 
theory of psychiatry, was a consultant to the institu- 
tion. Many of his lectures and seminars at Chestnut 
Lodge have been published posthumously. Frieda 
Fromm-Reichmann was also on the staff at the same 
time. She had immigrated to the United States from 
Germany along with a large number of other leading 
psychoanalysts driven out of Europe by the Nazi re- 
gime. Fromm-Reichmann wrote a number of influen- 
tial papers and books about the psychotherapeutic 
treatment of schizophrenia and manic-depressive ill- 
ness (16, 17). 

Several promifierit U.S. psychiatrists were trained at 
Chestnut Lodge; many subsequently became leaders in 
clinical psychiatry. Alfred Stanton, who became psy- 
chiatrist-in-chief at McLean Hospital in Massachu- 
setts, and Otto Will, who became medical director of 
the Austin Riggs Center in Massachusetts, are two no- 
table examples. The writings of Sullivan (15), Fromm- 
Reichmann (16), Will (18), and others were influential 
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in many psychiatric residency training programs from 
1950 through the 1970s. 

In the 1950s and 1960s, new psychopharmacolog- 
ical agents and the findings of neuroscientific research 
began to influence psychiatric teaching, practice, and 
research. New forms of psychotherapy based on ap- 
proaches other than psychoanalytic were applied. Pro- 
fessional controversies increased, particularly over the 
comparison of the therapeutic efficacy of the different 
forms of psychotherapy (psychoanalytic, behavioral, 
family, group) and over the relative efficacy and safety 
of the psychotherapies, used either alone or in combi- 
nation with psychopharmacological agents (19). 


Diagnostic Issues in Dr. Osheroff’s Hospitalization 


At both Chestnut Lodge and Silver Hill Foundation 
there was agreement that Dr. Osheroff suffered from a 
severe depressive condition. There was disagreement, 
however, as to the diagnosis of narcissistic personality 
disorder. In a discussion of this case, Dr. Stone (3) 
described a “dispute” over the appropriate diagnosis: 
“The patient’s psychiatric experts, in depositions that 
reflected their biological orientation, diagnosed him as 
having an obvious case of biological depression, em- 
phasizing his vegetative disturbances. The private psy- 
chiatric hospital contended that the patient was prop- 
erly diagnosed as having a narcissistic personality 
disorder.” 

It is to be noted that Dr. Osheroff’s diagnoses at 
both Chestnut Lodge and Silver Hill Foundation were 
made in 1979 in accordance with DSM-II, APA’s of- 
ficial nomenclature at the time of his hospitalization. 
DSM-IIL which is the current diagnostic nomenclature 
for clinical psychiatric practice in the United States, did 
not come into use until 1980. DSM-IT does not include 
a diagnostic category of narcissistic personality disor- 
der, although that diagnostic category is included in 
DSM-I and in DSM-III. 

DSM-II includes diagnostic categories of psychotic 
depressive reaction and manic-depressive illness, de- 
pressed type. Both refer to severe forms of depression. 
There is no evidence of clinical features of hypomania 
or mania in Dr. Osheroff’s history or in the casé rec- 
ords from either institution. The patient would not 
meet DSM-III criteria for bipolar disorder or DSM-II 
criteria for manic-depressive illness, manic or circular 


pes. 

The DSM-III diagnostic category of psychotic de- 
pressive reaction was replaced in DSM-III by major 
depressive episode with melancholia and/or major de- 
pressive episode with psychotic features. Melancholia 
is a term from the past denoting a particularly severe 
form of depression uniquely responsive to somatic 
drugs and/or ECT therapies. It is of note that the term 
“biological depression” does not appear in DSM-II, 
DSM-III, or ICD-9. 

According to Chestnut Lodge records, there were 
differences in medical opinion as to the relative impor- 
tance to be given to the patient’s personality conflicts 
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and his depressive diagnosis as they influenced treat- 
ment decisions, not over the depressive diagnosis itself. 
As was the practice at that institution, the patient had 
two physicians, a psychiatrist-administrator and a psy- 
chotherapist (20). The hospital records suggest there 
may have been disagreement between these two phy- 
sicians: the psychotherapist emphasized the need to 
treat the patient’s personality problems as the major 
condition, and the administrator expressed concern 
over the continued severity of the patient’s depressive 
symptoms and distressed behavior. 

This aspect of the clinical process illustrates the ten- 
dency for many psychoanalytically oriented psycho- 
therapists, both in institutional and in community 
practice, to focus treatment on a patient’s personality 
conflict and character pathology rather than on symp- 
toms. In DSM-III terms, there tends to be an emphasis 
on the axis II diagnosis and relatively less attention 
given to the axis I diagnosis. The axis I diagnosis, a 
severe depression in the case of Dr. Osheroff, is often 
missed, or, even if it is formulated, the personality 
disorder is chosen as the major target for treatment 
planning. 


The Disputed Diagnosis of Personality Disorder 


An important clinical consideration at issue in 
Osheroff is whether the patient suffered from a per- 
sonality disorder as well as from depression and 
whether the presence of the narcissistic personality dis- 
order militated against the use of medication for the 
depression. Long-term psychoanalytically oriented psy- 
chotherapy is often justified by the theory that some 
states of clinical depression derive from unresolved 
personality conflicts whose origins lie in developmen- 
tal problems related to childhood intrafamilial psycho- 
pathology (17, 21). This theory of etiology and patho- 
genesis of depression is the subject of scientific research 
and professional discussion (22). Expert witnesses tes- 
tified on this issue at the Osheroff hearings. 

It should be noted that the psychiatric experts who 
testified in this case did not agree on the validity of the 
diagnosis of narcissistic personality disorder for the 
patient. One expert, a trained psychoanalyst who is 
currently responsible for Dr, Osheroff’s treatment and 
who had treated him when the patient was 29 years 
old and at the time of his divorce (when he was 34 
years old), did not accept the diagnosis of narcissistic 
personality disorder and testified to this effect at the 
court hearing. He noted the patient’s successful life 
achievements before the onset of the illness episode 
that led to hospitalization at Chestnut Lodge, includ- 
ing his professional success as a nephrologist, his abil- 
ity to sustain a high income, and his loving, empathic, 
and sensitive relationship with his children. 

The admitting psychiatrist at Silver Hill Foundation 
did not make the diagnosis of any personality disorder. 
An expert witness called by Chestnut Lodge to testify 
at the court hearing also did not think that the patient 
had a narcissistic personality disorder. In contrast to 


412 


the near unanimity of expert opinion as to the patient’s 
severe depressive condition, disagreement existed as to 
whether the patient met any criteria for narcissistic 
personality disorder. 


Scientific Evidence for Evaluating Psychiatric 
Treatment 


With regard to all kinds of therapeutics—pharma- 
cotherapy, surgery, radiation, psychotherapy—the 
most scientifically valid evidence as to the safety and 
efficacy of a treatment comes from randomized con- 
trolled trials when these are available. Although there 
may be other methods of generating evidence, such as 
naturalistic and follow-up studies, the most convincing 
evidence comes from randomized controlled trials. 

There have been many controlled clinical trials of 
psychiatric treatments; most have been conducted to 
evaluate psychopharmacological agents. These trials 
were initiated in the 1950s and 1960s in response to 
the controversy that followed the introduction of chlor- 
promazine, reserpine, and the other “tranquilizers.” 
The application of controlled trials in psychopharma- 
cology expanded after the passage in 1962 of the Ke- 
fauver-Harris Amendments to the Food, Drug, and 
Cosmetic Act, which mandated evidence of efficacy be- 
fore a pharmaceutical compound could be approved 
by the Food and Drug Administration and marketed. 

Research on the efficacy of psychotherapy has 
lagged behind that of psychopharmacology but has, 
nevertheless, been extensive. Smith et al. (23) analyzed 
more than 400 reports of psychotherapy research. Spe- 
cific reviews of the evidence have appeared with regard 
to psychotherapy of neurosis (24), schizophrenia (25), 
depression (26), and obsessive-compulsive disorders 
(27). 

In view of these developments, a review of the state 
of evidence regarding the treatments of the two psy- 
chiatric conditions diagnosed for Dr. Osheroff at the 
time of his hospitalization is in order. 

With regard to the treatment of the patient’s diag- 
nosis of narcissistic personality disorder, there were no 
reports of controlled trials of any pharmacological or 
psychotherapeutic treatment for this condition at the 
time of his hospitalization (28). The doctors at Chest- 
nut Lodge decided to treat Dr. Osheroff’s personality 
disorder with intensive individual psychotherapy 
based on psychodynamic theory. 

With regard to the treatment of the patient’s DSM-II 
diagnosis of psychotic depressive reaction, there was 
very good evidence at the time of his hospitalization 
for the efficacy of two biological treatments—ECT and 
the combination of phenothiazines and tricyclic anti- 
depressants. The combination pharmacotherapy was 
the treatment later prescribed at Silver Hill Foundation. 

There are no reports of controlled trials supporting 
the claims for efficacy of psychoanalytically oriented 
intensive individual psychotherapy of the type advo- 
cated and practiced at Chestnut Lodge and adminis- 
tered to Dr. Osheroff. The closest approximation to a 
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controlled clinical trial of this form of intensive indi- 
vidual psychotherapy has been reported with hospital- 
ized schizophrenic patients at two institutions in the 
Boston area (30). Contrary to the expectations of the 
investigators, one of whom was Dr. Alfred Stanton 
(who had held a senior position at Chestnut Lodge and 
was one of the authors of The Mental Hospital [20], 
which describes the Chestnut Lodge institution), the 
results indicated that intensive individual psychother- 
apy offered no advantage over standard treatment 
(hospitalization, medication, and supportive psycho- 
therapy) for these patients. 

McGlashan and Dingman (30, 31) have reported 
results from follow-up studies of groups of patients 
treated at Chestnut Lodge. The findings from this nat- 
uralistic study do not support the efficacy of long-term 
psychotherapy and hospitalization for severely de- 
pressed patients such as Dr. Osheroff. 

It should not be concluded there is no evidence for 
the value of any psychotherapy in the treatment of 
depressive states. Depressive states are heterogeneous, 
and there are many forms of psychotherapy. There is 
very good evidence from controlled clinical trials for 
the value of a number of brief psychotherapies for non- 
psychotic and nonbipolar forms of depression in am- 
bulatory patients (26). The psychotherapies for which 
there is evidence include cognitive-behavioral therapy 
(32), interpersonal psychotherapy (14), and behavioral 
therapy (33). However, no clinical trials have been re- 
ported that support the claims for efficacy of psycho- 
analysis or intensive individual psychotherapy based 
on psychoanalytic theory for any form of depression. 


Personality Disorder and Depressed Patients’ 
Response to Pharmacotherapy 


An important clinical issue raised by Osheroff has to 
do with the possible influence of a patient’s diagnosis 
of personality disorder on the decision to use medica- 
tion and on the expected response to medication of de- 
pressed patients treated either with medication alone or 
with medication in conjunction with psychotherapy. 

Even if we assume that the personality disorder was 
correctly diagnosed in Dr. Osheroff’s case, there is no 
evidence to support the premise that the presence of a 
narcissistic personality disorder militates against the 
use of antidepressant medication. Patients with a per- 
sonality disorder in addition to depressive illness may 
be relatively less responsive to medication than those 
without an associated personality disorder (34). How- 
ever, the presence of a personality disorder by itself 
does not contraindicate the prescription of appropriate 
medication or predict complete failure to respond. 

A related therapeutic issue raised by the case has 
to do with the possible negative interactions between 
psychotherapy and pharmacotherapy for depression. 
Many psychoanalytically oriented psychotherapists 
have argued against the use of medication in patients 
receiving psychotherapy because of the possible ad- 
verse effects of the pharmacotherapy on the conduct of 
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the psychotherapy (35), although there is evidence that 
the combination of drugs and psychotherapy does not 
interfere with the psychotherapy of depression (36). 
Moreover, findings from controlled trials suggest that 
the combination of drugs and psychotherapy may have 
beneficial additive effects in the treatment of depres- 
sion (37). 


Decision Making in Psychiatry 


Given this state of evidence, it is difficult to justify 
the rationale used by the Chestnut Lodge staff in form- 
ing their treatment plan and in making specific deci- 
sions. On the one hand, there was a body of scientific 
evidence from controlled trials attesting to the value of 
medication and/or ECT for the type of severe depres- 
sion that the institution diagnosed this patient as hav- 
ing. On the other hand, there was no scientific evidence 
for the value of psychodynamically oriented intensive 
individual psychotherapy for either the patient’s de- 
pressive condition or his diagnosis of personality dis- 
order. Nevertheless, the patient was treated only with 
intensive psychotherapy. 

It might have been reasonable to have undertaken a 
period of psychotherapy, particularly in view of the 
tendency of many depressive states to remit spontane- 
ously. However, several clinical studies (38, 39) have 
concluded that, in the absence of intervention with 
somatic treatments, severe health impairment and 
greater mortality are associated with deep depressions. 

The hospital continued its treatment plan for many 
months in the face of continued worsening of the pa- 
tient’s clinical state. Meanwhile, the prolonged hospi- 
talization was having adverse effects on the patient’s 
medical practice, financial resources, and marital and 
family relations. 


PUBLIC POLICY ISSUES 


In addition to clinical and scientific issues regard- 
ing diagnosis and treatment, this case raises some im- 
portant issues regarding public policy. The policy is- 
sues have to do with the locus of responsibility for the 
protection and welfare of psychiatric patients and the 
activities of the government, the courts, and profes- 
sional groups in establishing criteria for diagnosis and 
treatment. 


The Roles of the Federal and State Governments 


There is a federal agency, the Food and Drug Ad- 
ministration, that has statutory authority to review the 
evidence for the efficacy and safety of pharmacological 
treatments. Because of the Kefauver-Harris Amend- 
ments, a pharmaceutical firm that makes promotion- 
al claims for the efficacy of a drug is expected to 
present evidence from controlled trials in support of its 
assertions. 
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Consider: however, the situation with regard to psy- 
chotherapy. There are no statutory constraints on 
claimis made for psychotherapy. No government body 
is authorized to review the evidence for psychotherapy 
or comment on its status. In the late 1970s, the Senate 
considered the creation of a National Commission on 
Mental Health Treatments, but the proposal was op- 
posed by the mental health professions and was not 
eriacted into law (40). 

The ‘National Institutes of Health (NIH) conduct 
consensus development conferences to review the evi- 
dence about specific procedures relevant to health and 
medicine, including thé efficacy of treatments. An NIH 
consensus development conference was held on long- 
termi drug treatments of affective disorders in 1984 
(41), and a conference on electroconvulsive therapies 
was held in June 1985. However, the efficacy of psy- 
chotherapies has not been addressed by NIH. 

It might be expected that two other federal govern- 
ment agencies concerned with health financing and dis- 
ability—the Health Care Financing Administration 
and the Social Security Administration—would be in- 
volved in judgments as to the appropriateness of treat- 
ment, inasmuch as they are involved in the disburse- 
ment of large amounts of funds. The Health Care 
Financing Administration provides reimbursement un- 
der both Medicare and Medicaid, and the Social Se- 
curity Administration determines the disability status 
of individuals with psychiatric illness. However, only 
limited efforts have been undertaken by these agencies 
to establish criteria for the safety and efficacy of treat- 
ments for which reimbursement will be provided. In 
this respect it is of note that the legislation establish- 
ing Medicaid and Medicate did not include criteria of 
safety or efficacy but, rather, discussed the criteria 
of reasonable and medical necessities. These criteria 
have not been explicated in specific regulations or 
procedures, 

Although the federal government has no direct reg- 
ulatory role with regard to psychotherapy, as it does 
with regard to.drugs, it has a major role in supporting 
scientific research on mental illnesses and their treat- 
ment. The current imbalance in available evidence for 
efficacy of psychotherapy in relation to psychopharma- 
cology has many sources; one is the social and eco- 
nomic structure of treatment research. In the case of 
pharmacological agents, the pharmaceutical industry 
is organized into large corporate bodies with consid- 
erable resources and incentives for research on the ef- 
ficacy and safety of their products. In contrast, the 
psychotherapy ‘ ‘industry” is made up of many small 
firms and practitioners whose resources are less exten- 
sive and who are less capable of concerted action. It 
might be expected that the institutes of the Alcohol, 
Drug Abuse, and Mental Health Administration, par- 
ticularly the National Institute of Mental Health 
(NIMH), would devote leadership and resources to 
treatment research, but here again, for complex rea- 
sons, NIMH’s record on funding psychotherapy re- 
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search is inadequate in total grants and not reflective of 
clinical practice or professional judgment. Efforts to 
correct this imbalance require greater cooperation be- 
tween officials of the Alcohol, Drug Abuse, and Mental 
Health Administration and the professional leadership 
than has been achieved to date. 

State governments have an important potential role 
with respect to these issues because licensure and cer- 
tification of health professionals are the responsibility 
of state governments, as is the licensing of hospitals 
and clinics. Almost all state governments have estab- 
lished standards for professional licensing of physi- 
cians. An increasing number of state governments have 
established criteria for licensing and/or certification of 
psychotherapists, particularly psychologists and social 
workers. Similarly, almost all hospitals, including pri- 
vate psychiatric hospitals such as Chestnut Lodge and 
Silver Hill Foundation, require licensing in their re- 
spective states. However, no state has attempted to 
establish guidelines for the selection of treatments 
based on efficacy as part of licensing or certification 
requirements. 


The Role of the Psychiatric Profession 


In the absence of a government body similar to the 
Food and Drug Administration, patients and the pub- 
lic might expect that professional associations such as 
APA, the American Psychological Association, or the 
National Association of Social Workers would under- 
take to provide this service to the public. No guidelines 
for treatment have emerged, however, although peer 
review criteria have been established. APA issued a 
report on the status of ECT in 1978 (42). The Royal 
Australian arid New Zealand College of Physicians 
has contracted with the Australian Ministry of Social 
Security to undertake a quality assurance program, 
which has issued a series of reports reviewing the state 
of scientific evidence for selected diagnoses, including 
depression (43). 

As of the late 1970s, when Dr. Osheroff was hospi- 
talized, APA had published a manual for peer review 
of hospital utilization (44), With regard to the DSM-II 
diagnosis of psychotic depressive reaction, this manual 
recommended the use of drugs or ECT. It did not rec- 
ommend individual psychotherapy. Furthermore, this 
manual recommended that if hospitalization has con- 
tinued beyond 1 or 2 months, the case should be re- 
viewed and the use of ECT or drug treatments consid- 
ered. Therefore, although there were no government 
bodies offering legal guidelines, APA had established 
peer review criteria for the hospital treatment of psy- 
chotic depressive reaction (44). 

APA is currently completing a project on psychiatric 
treatments under the leadership of T. Byram Karasu 
(45). Preliminary reports from this project have been 
published (46). 
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The Role of the Courts 


Given that there are no government bodies judging 
the efficacy of claims for psychotherapy, and given the 
limited efforts undertaken by professional associa- 
tions, it is understandable that individual patients use 
the courts to seek redress for their grievances. 

Governmental and professional bodies have been 
urged to issue judgments recommending treatments so 
that these criteria could be used by reimbursement 
agencies. In response, the Senate considered possible 
legislation to establish a National Commission on 
Mental Health Treatments in the late 1970s and, more 
recently, APA established the Commission on Psychi- 
atric Therapies, led by Dr. Karasu. Some have advo- 
cated that the profession not make such recommenda- 
tions in regard to treatment, assuming that if the 
profession did not take such actions the courts would 
ignore the issue or not take a position. The opposite 
seems to be the case. In the absence of professional 
criteria for standards of care, the courts are increas- 
ingly becoming the arena in which these disputes are 
adjudicated. Thus, case law and individual precedents 
may become the criteria for adequacy of diagnosis and 
treatment. 


Biological Versus Psychodynamic Psychiatry 


Dr. Stone (3) raised the possibility that patients who 
have not improved after prolonged psychotherapeutic 
treatment may have found a way around their frustra- 
tions-—a way provided by “biological psychiatrists.” 
Dr. Stone noted that biological psychiatry appears to 
be on the scientific ascendancy over psychodynamic 
psychiatry due to the prestige of the neurosciences and 
the evidence for efficacy of biological treatments. 

My conclusion, however, is that the issue is not psy- 
chotherapy versus biological therapy but, rather, opin- 
ion versus evidence. The efficacy of drugs and other 
biological treatments is supported by a large body 
of controlled clinical trials. This body of evidence is 
all the more relevant to public policy in view of the 
paucity of studies indicating efficacy for individual 
psychotherapy. 

It is regrettable that psychoanalysts and psychody- 
namic psychotherapists have not developed evidence in 
support of their claims for therapeutic efficacy. Twenty 
years ago, psychodynamic psychotherapy was the 
dominant paradigm of psychiatry in the United States, 
particularly in academic centers. A number of Euro- 
pean psychiatrists, mostly psychoanalysts, contributed 
intellectual leadership and imaginative ideas to psychi- 
atry here. Currently, however, psychoanalysis is on the 
scientific and professional defensive. This situation is, 
in part, a consequence of the failure of psychoanalysis 
to provide evidence for the efficacy of psychoanalysis 
and psychodynamic treatments for psychiatric disor- 
ders (47, 48). 

In the period between World War I and World War 
Il, biological psychiatry was in poor repute. Numerous 
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treatments, often of a heroic nature, were advocated: 
colonic resection, adrenalectomy, excision of teeth, lo- 
botomy. These interventions were based on biological 
laboratory research of dubious quality and without 
any systematic studies of safety and efficacy. The situ- 
ation changed after World War II, with evidence for 
the value of ECT for depression and insulin coma ther- 
apy for schizophrenia and, later, with the introduction 
of chlorpromazine and other drugs. 


The Respectable Minority Doctrine 


The case of Osheroff v. Chestnut Lodge prompts a 
reevaluation of the doctrine of the respectable minor- 
ity. Until recently, this doctrine held that if a minority 
of respected and qualified practitioners maintained a 
standard of care, this was an adequate defense against 
malpractice. | propose that this doctrine no longer 
holds if there is a body of evidence supporting the 
efficacy of a particular treatment and if there is agree- 
ment within the profession that this is the proper treat- 
ment of a given condition. Moreover, the respectable 
minority have a duty to inform the patient of the al- 
ternative treatments. In an unpublished 1985 paper 
discussing Osheroff v. Chestnut Lodge, K. Livingston 
wrote, 


Under this view, the respectable minority view would 
still constitute a defense to a malpractice action where 
even 10% of practitioners would adhere to the treatment 
in question. However, the shield of the respectable minor- 
ity rule would not be available unless the patient had been 
given informed consent after a disclosure of risk/benefits 
and alternatives to the therapy. 


How Do We Proceed in the Absence of Consensus? 


When there is consensus in the profession as to the 
appropriate treatment for a given condition (in the 
case of Osheroff, the essential nature of biological 
treatment for severe depression), then a standard of 
care can be agreed on and can provide the basis for 
malpractice action. 

However, how are we to evaluate claims for the 
efficacy of treatments for clinical conditions about 
which there is no consensus? What are the standards to 
be applied in diagnostic and clinical situations where 
there is no consensus within the field with regard to 
the treatment of the particular disorder? This is a se- 
rious policy question that, in the future, may become 
a legal question. In my opinion, there are three as- 
pects to this issue:. 1) What constitutes evidence for 
efficacy? 2) Who is responsible for generating the evi- 
dence? and 3) Who is to make the appropriate evalu- 
ation of treatments? 

What constitutes evidence of treatment? In my view, 
the best available evidence as to efficacy comes from 
controlled trials. I am not taking the position that the 
only source of evidence for efficacy comes from such 
trials, Clinical experience, naturalistic studies, and fol- 
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low-up studies are also sources of relevant evidence. 
However, when results from controlled clinical trials 
are available, they should be given priority in any dis- 
cussion of scientific evidence. 

Who should be responsible for generating the evi- 
dence? What should be society’s policy i in regard to 
treatments for which there is no positive or negative 
evidence? This issue has not reached resolution, and I 
feel it merits further discussion within the profession. 

My opinion is that the responsibility for generating 
evidence for efficacy rests with the individual, group, 
or organization that makes the claim for the safety and 
efficacy of a particular treatment. In the case of drugs, 
this responsibility is established by statute. If a phar- 
maceutical firm makes a claim for the efficacy of one of 
its products, it must generate enough evidence to sat- 
isfy the Food and Drug Administration before it can 
market the drug for prescription use. 

No such mandate of responsibility exists for psycho- 
therapy. Anyone can make a claim for the value of a 
form of psychotherapy—psychoanalysis, Gestalt, est, 
primal scream, etc.—with no evidence as to its efficacy. 

What should be our position toward the claims of 
the efficacy in certain conditions of multiple treatments 
for which the evidence varies in quality and quantity? 
In my view, those treatments which make claims but 
have not generated evidence are in a weak position. 

The efficacy of psychoanalysis and psychoanalytic 
treatments is in question for conditions for which there 
is evidence of efficacy with other treatments. For ex- 
ample, how many psychiatrists would justify long- 
term psychoanalytic treatment of panic disorder and/ 
or agoraphobia when there is no evidence that this 
treatment works for these disorders but reasonably 
good evidence for the efficacy of certain drugs and/or 
forms of behavioral psychotherapy? 

Who is to evaluate the evidence? A major problem 
arises as to the process by which the evidence regard- 
ing psychiatric treatments is to be evaluated. I believe 
there are serious deficiencies in our current profes- 
sional and governmental arrangements for evaluating 
psychiatric treatments. In the case of drugs, we have 
the Food and Drug Administration, which makes such 
judgments according to established legal statutes and 
regulatory processes. There is no comparable statutory 
mandate for assessing the efficacy and safety of non- 
pharmacological treatments such as radiation, surgery, 
and psychotherapy. 

In this situation, I believe the public has the right 
to expect that the medical profession will provide ap- 
propriate judgments as to the state of the evidence 
for treatments and establish criteria for standards of 
care. | maintain that the psychiatric profession has 
been lax in this responsibility and that the absence of 
professional consensus statements in our field leaves it 
open for the courts to be used by individuals, such as 
Dr. Osheroff, who feel they have been poorly treated 
and who believe they are entitled to redress of their 
grievances. 

The fact that evidence changes is to my mind irrel- 


416 


evant to any policy or clinical discussion. The judg- 
ment on treatment of individual patients should be 
made according to the state of knowledge and profes- 
sional practice at the time the individual patient is 
treated. In the case of Osheroff, this was 1979, 

My.strong preference would be for the profession to 
be more vigorous and more responsible in accepting 
this responsibility. I have stated these views on a num- 
ber of occasions. 


RECOMMENDATIONS FOR THE PRACTICING 
CLINICIAN 


What lessons can be learned from the case of 
Osheroff v. Chestnut Lodge that can be used by the 
practicing clinician, whether in institutional or com- 
munity settings? As Dr. Stone pointed out in a paper 
given at the 1988 meeting of the American College of 
Psychiatrists, this case has no formal legal status be- 
cause it was settled out of court. However, it has been 
widely discussed and will likely provide the basis for 
possible further legal actions in similar cases. In my 
opinion, this case goes a long way toward establishing 
the patient’s right to effective treatment. The following 
recommendations are not intended to be legal stand- 
ards for negligence or malpractice but, rather, to clar- 
ify professional responsibility. 

1. The psychiatrist has a responsibility to make a 
comprehensive assessment, including determination of 
the proper diagnosis. The patient should be evaluated 
as to social and personal! background, symptoms, and 
medical history, including personality, need for hospi- 
talization, and possible suicidal risk. As part of this 
assessment, a diagnostic formulation should be made 
and, wherever possible, the formulation should be in 
accord with DSM-III-R. Of course, investigators and 
clinicians can and do depart from DSM-III-R catego- 
ries and criteria whenever they have good scientific or 
professional reasons to do so (unpublished 1988 paper 
of Alan Stone). However, in my opinion, when this 
departure is done for an individual patient, in teaching, 
or in research, the psychiatrist should make explicit the 
departure from DSM-III-R and name the alternative 
diagnostic system used. 

2. The psychiatrist has a responsibility to communi- 
cate to the patient the conclusions of the assessment, 
including a proper diagnosis. The patient has a right to 
be informed as to his or her diagnosis. Wherever pos- 
sible, this should be communicated in a manner con- 
sistent with DSM-III-R terminology and criteria. I rec- 
ognize that there is a legal as well as a professional 
dispute as to the nature of informed consent that is 
expected in different jurisdictions, but the fullest pos- 
sible transmission of information will facilitate trust 
and integrity in the doctor-patient relationship (un- 
published 1988 paper of Alan Stone). 

3. The psychiatrist has a responsibility to provide 
information as to alternative treatments. The patient 
has the right to be informed as to the alternative treat- 
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ments available, their relative efficacy and safety, and 
the likely outcomes of these treatments. This is a spe- 
cial requirement on the respectable minority of physi- 
cians, since they should inform the patient that their 
treatment is not the one most widely held within the 
profession. In communicating these alternatives to the 
patient, the clinician should not make pejorative state- 
ments about former types of treatment. Statements 
such as “Drug treatment is only a crutch,” “I don’t 
believe in drug treatment,” “ECT will cause brain 
damage,” and “I don’t believe in psychotherapy” are 
ill-advised and may be used by the patient against 
the clinician in subsequent complaints, including legal 
action. 

4. The psychiatrist has a responsibility to use effec- 
tive treatment. The patient has the right to the proper 
treatment. Proper treatment involves those treatments 
for which there is substantial evidence. 

5. The psychiatrist has a responsibility to modify 
treatment plans or seek consultation if the patient does 
not improve. To quote K. Livingston (unpublished 
1985 manuscript): 


While psychiatry is not obliged to guarantee a cure, the 
courts may consider sympathetically arguments based 
upon the disparity between lengthy and costly treatment 
and the patient’s failure to improve. Commentators note 
that when a patient fails to improve or deteriorates during 
treatment, there may be a duty upon the psychiatrist to 
abandon the treatment or to seek consultation. 


Applied to the treatment of depression, the available 
evidence indicates that patients should begin to show 
improvement with medication within 4-8 weeks or 
with psychotherapy within 12-16 weeks. Failure of 
the patient to improve on a given treatment program 
within 3—4 months should prompt a reevaluation of 
the treatment plan, including consultation and consid- 
eration of alternative treatment. 


CONCLUSIONS 


Dr. Stone (3) stated, “When it deals with psychiatry, 
the law must deal with a world of complexity, dubiety, 
and increasing conflict about efficacy.” The availability 
of scientific evidence will increasingly be considered by 
the courts as relevant to such decisions. In large part 
this is because of the major advances in psychiatric 
therapeutic research. The availability of this growing 
body of evidence prompts new criteria for judging stand- 
ards of care and treatment. In the presence of such 
evidence, practitioners and institutions who continue 
to rely on forms of treatment with limited efficacy will 
be on the defensive and at possible jeopardy for legal 
action. 

Resolution of professional issues through the courts 
is far from ideal and has substantial social costs. Ide- 
ally, the profession is the best judge of the available 
evidence. The courts are a poor tribunal in which to 
resolve scientific and professional issues. However, in 
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the case of Osheroff v. Chestnut Lodge, there had been 
some professional agreement, as reflected in the APA 
peer review manual (44). The courts may be an appro- 
priate arena for litigation when a small minority of the 
profession persist in practices that scientific evidence 
and professional judgment have deemed obsolete. 

The problem of differences of opinion within a pro- 
fessional group has its analogy in issues of civil liber- 
ties—when should the majority insist that the minority 
accept its views? In the case of professional issues in 
psychiatry and medicine, however, the persistence of a 
minority dissent has implications beyond those of the 
profession because certain professional practices may 
involve harm to individual patients. 

In the current situation in psychiatric practice, 
where there are large areas of ignorance, it behooves 
individual practitioners and institutions to avoid rely- 
ing on single treatment approaches or theoretical par- 
adigms. Thus, in modern psychiatry, treatment pro- 
grams based’ only on psychotherapy or only on drugs 
are subject to criticism. Professionalism requires bal- 
ancing available knowledge against clinical experience 
and promoting the advancement of scientific knowl- 
edge. In the case of treatment practices, such knowl- 
edge best comes from controlled trials. 
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Law, Science, and Psychiatric Malpractice: A Response 
to Klerman’s Indictment of Psychoanalytic Psychiatry 


Alan A. Stone, M.D. 


The Osheroff litigation, which is central to Kler- 
man’s paper, ended in an out-of-court settlement. The 
author states that there is no legal precedent for the 
so-called right to effective treatment and that the case 
history was a much more complicated clinical scenario 
than Klerman reports. He concludes that there is nei- 
ther in the law nor in the clinical facts a sound or 
certain basis for Klerman’s conclusions or for the 
sweeping policy reforms and standardized clinical pro- 
cedures he urges. Although they are directed against 
traditional psychoanalytic psychiatrists, Klerman’s 
proposals could have serious consequences for the in- 
novation, diversity, and independent thought essential 
to scientific progress in psychiatry. 

(Am J Psychiatry 1990; 147:419-427) 











I is the potential legal implications of Klerman’s 
conclusions that will be most noteworthy to his col- 
leagues, insurance companies, and the lawyers for 
whom these matters are relevant. It is therefore neces- 
sary for me to set out here what I think is the potential 
legal import of Klerman’s paper, recognizing that he 
can claim I have misunderstood what he intended 
merely as clinical recommendations. The problem is 
that clinical recommendations made by one of the 
leading authorities in psychiatry carry legal weight in 
court as standards of care. This point will be amplified 
in what follows. I also assume that what Klerman says 
in his paper he is prepared to say in court or in depo- 
sitions, just as he did in the Osheroff litigation. The 
principal inquiry to be considered here, therefore, is 
how Klerman’s paper would be understood by a law- 
yer contemplating a malpractice suit against a psycho- 
analytically oriented psychiatrist. 

As Klerman et al. (1) have written elsewhere, this is 
the age of depression; the treatment of depression, 
therefore, is the principal task of clinical psychiatry. 
The significance of Klerman’s recommendations, im- 
plicit in his paper, is that it is clinically improper and 





Received May 11, 1989; revision received Oct. 2, 1989; accepted 
Nov. 1, 1989. From the Faculty of Law and the Faculty of Medicine, 
Harvard University. Address reprint requests to Dr. Stone, Langdell 
Hall, Harvard University, Cambridge, MA 02138. 

Copyright © 1990 American Psychiatric Association. 


Am J Psychiatry 147:4, April 1990 


therefore negligent to provide exclusively psychoana- 
lytic treatment or psychoanalytically based psycho- 
therapy for any patient with any depressive disorder. It 
is also reasonable to conclude that Klerman recom- 
mends that the provision of such exclusive treatments 
should be deemed improper for any other DSM-III-R 
disorder for which there is an alternative treatment 
that has any demonstrated efficacy in a clinical trial. 

The reader might suppose that such exclusive treat- 
ments are not negligent, in Klerman’s view, if the pa- 
tients have been appropriately informed of the more 
efficacious treatment alternatives and have been told 
that the kind of treatment being proposed has no 
“scientifically” proven efficacy. Patients could choose 
exclusive psychoanalytic treatment in this scenario, de- 
spite being appropriately informed about the “‘scien- 
tific” evidence. The law of informed consent might 
then insulate the psychiatrist from liability. However, 
Klerman’s paradigm of professional responsibility is 
aimed at regulating the exclusive practice of personal 
psychiatry. It includes as its fourth responsibility that 
of providing treatments for which there is substantial 
evidence, regardless of the patient’s consent. He chas- 
tises psychiatry for its failure “‘to provide evidence for 
the efficacy of psychoanalysis and psychodynamic psy- 
chotherapies as treatments for psychiatric disorders.” 
Although he acknowledges other kinds of evidence for 
efficacy, controlled clinical trials provide the key evi- 
dence. He writes, “Those treatments which make 
claims but have not generated evidence are in a weak 
position.” Certainly, nothing in his paper indicates 
that he thinks there is substantial evidence for treat- 
ments in this weak position. 

It is by no means certain that a psychiatric patient’s 
informed consent would in fact insulate a psychiatrist. 
Malpractice is always a retrospective determination af- 
ter an adverse outcome. Therefore, I believe the import 
of Klerman’s recommendations can be understood by 
a reasonable lawyer as stating that, in the absence of 
new efficacy studies, exclusive use of psychoanalysis, 
psychodynamic psychotherapy, or, perhaps, other hu- 
manistic psychotherapies that are not scientifically 
substantiated is improper, in a weak position, and sub- 
ject to serious, if not dispositive, challenge in any mal- 
practice litigation. Those are the legal inferences I have 
drawn from Klerman’s presentation. What follows, 
therefore, is based on that interpretation and will fur- 
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ther demonstrate the basis for it. Hereafter, I will refer 
to psychoanalysis and psychoanalytic therapy as tra- 
ditional psychiatry, recognizing, as does Klerman, that 
the psychoanalytic approach has been a dominant force 
in psychiatry in the United States since World War II. 


THE LAW 


Klerman’s title, “The Psychiatric Patient’s Right to 
Effective Treatment,’ ’ will suggest to most psychiatrists 
that the law has announced some new Constitutional 
right and that it has something to do with Osheroff v. 
Chestnut Lodge. However, as Klerman recognizes, this 
litigation was settled out of court. No Constitutional 
claim was made, and no judge formulated any legal 
theory about the so-called right to effective treatment. 
There is no clear legal precedent for anything Klerman 
states in his paper. 

I have therefore carefully eschewed the phrase the 
“Osheroff case” to emphasize that there is no decided 
case establishing any relevant legal precedent about 
rights or about negligence in the law of Maryland or 
any other jurisdiction. (There was an arbitration re- 
port and a published decision on a narrow procedural 
question.) Furthermore, when Dr. Osheroff agreed to 
settle his legal claims, he undoubtedly signed docu- 
ments indicating that Chestnut Lodge was not to be 
deemed negligent on any ground. Therefore, the legal 
precedent of the Osheroff litigation is unknown and 
unknowable. It does not exist. 

Klerman also asserts that “the case has been widely 
discussed in legal journals.” He then cites an article 
that began as required written work by Malcolm as a 
Harvard law student (2). This work has since been 
expanded into a book (3). Malcolm’s article and an 
unpublished paper by Livingston are the only citations 
Klerman relies on for the legal implications he draws 
from Osheroff. It is totally without legal precedent and 
without any other legal authority or evidence that Klet- 
man writes, “In my opinion, this case goes a long way 
toward establishing the patient’s right to effective 
treatment.” Particularly troubling is Klerman’ s use of 
the phrase “the right to effective treatment.” Patients’ 
rights usually refer to Constitutional or statutory 
rights. For instance, the familiar right to treatment is 
based on the Bill of Rights or on legislation. Klerman 
describes no such basis for this new right. Further- 
more, Dr. Osheroff’s litigation involved allegations of 
malpractice. With the exception of the so-called right 
to informed consent (4), malpractice law is not ordi- 
narily conceptualized in terms of a patient’s rights but 
about a physician’s negligence (5). Legal scholars 
would certainly argue that even in negligence law and 
malpractice one can speak of every duty in terms of a 
countervailing right. Klerman, however, provides no 
legal basis for either a duty or a right. Klerman’s con- 
cluding recommendations suggest that the right to 
effective treatment is somehow derived from the right 
to informed consent. That would be a radical legal 
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departure from existing law. Although the courts have 
broadened the legal requirements of disclosure in in- 
formed consent, their goal has always been to increase 
the patient’s autonomy and not to regulate or restrict 
methods of treatment. Furthermore, empirical research 
suggests that the law of informed consent is already 
out of touch with clinical reality (6). Nonetheless, Kler- 
man’s recommendations would further expand and 
rigidly specify this legal obligation. In any event, the 
right to effective treatment is never clarified; its legal 
basis is never documented; its use is confused and con- 
fusing; and Klerman acknowledges that he has not 
confronted the legal complexities or consequences in- 
volved in informed consent, which vary from state to 
state according to statutes and case law (7). 

Malpractice law quintessentially concerns duties 
translated into standards of care. The standard of care 
depends on the facts of the situation. Familiarity with 
a malpractice treatise would make it clear that it is 
difficult, if not impossible, to generalize about the stand- 
ard of care in all of psychiatric practice based on one 
actual situation (5). Yet that is exactly what Klerman 
seems to be doing in making conclusions about the 
legal implications of Osheroff. 

Once it becomes clear that there is neither legal prec- 
edent nor established legal authority for what Klerman 
writes here, it becomes possible to discern more clearly 
the nature of his paper. It is not about law; rather, it is 
an attempt to promulgate more uniform scientific stand- 
ards of treatment in psychiatry, based on his own opin- 
ions about science and clinical practice. Klerman notes 
the large number of expert witnesses for Dr. Osheroff, 
including Drs. Donald Klein, Bernard Carroll, Frank 
Ayd, and himself. Their number is less impressive than 
their professional qualifications and their shared “‘sci- 
entific” perspective. This panel of experts certainly ri- 
vals in eminence any group that was ever assembled to 
testify on the patient’s side of a malpractice case in 
psychiatry. None of them, however, is by reputation 
an authority on informed consent. They were all will- 
ing to testify on other grounds that Chestnut Lodge 
was negligent in its diagnosis and/or treatment. I take 
it that Klerman defends that testimony in his paper and 
suggests that his basic rationale should be accepted by 
like-minded colleagues who might testify in future 
malpractice litigation. Klerman’s recommendations 
may have considerable legal consequences, even if his 
ideas have no basis in law and are intended only as 
clinical recommendations. The basic practical consid- 
eration for a contingency-fee lawyer in malpractice lit- 
igation is whether one or more expert witnesses can be 
found with sufficient professional authority who are 
willing to testify convincingly that their colleagues are 
guilty of negligence (5). Whatever claim a lawyer 
makes against a traditional psychiatrist can only be 
helped by any expert witness who accepts Klerman’s 
opinions. For example, any traditional psychiatrist 
whose patient commits suicide might face expert tes- 
timony stating that the treatment provided was not 
proper and lacked substantial evidence of efficacy, 
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which could lead to liability. Thus, Klerman’s paper 
has potentially serious legal consequences for all prac- 
titioners of traditional psychiatry. 


THE STANDARD OF CARE IN OSHEROFF 


Klerman clearly recognizes, and it must be empha- 
sized, that the alleged malpractice in Osheroff took 
place in 1979. Therefore, the legal standard of care to 
be applied is the accepted practice of the psychiatric 
profession more than a decade ago. Much has hap- 
pened in psychiatry in the past decade, both in our 
diagnostic approaches and in our treatment armamen- 
taria. Those developments cannot be the basis for an 
expert witness’s opinion about the standard of care in 
1979. In his chapter on affective disorders in The Har- 
vard Guide to Modern Psychiatry, published in 1978 
(8), Klerman suggested the accepted practices of the 
time. Two things should be noted about this chapter. 
First, he recognized that many respectable clinicians 
held to a unitary (psychoanalytic) theory of mental 
illness in general and of depression in particular but 
that he had himself accepted the concept of “multiple 
symptom complexes” as the more enlightened ap- 
proach to nosology. Second, although he clearly fa- 
vored combined chemotherapy and psychotherapy and 
a pluralistic approach to etiology and treatment, Kler- 
man wrote, “Individual psychotherapy based on psy- 
chodynamic principles remains the most widely used 
form of psychotherapy. Although systematic, controlled 
clinical studies do not exist, clinical observations strongly 
support the value of this form of psychotherapy during 
both acute and long-term treatments.” He even sug- 
gested that traditional psychoanalysis might be “indi- 
cated for neurotic depressions in individuals with long- 
standing personality disorders.” Thus, Klerman’s own 
1978 publication summarizing what was known then 
about affective disorders would by itself go a long way 
as a legal defense of Chestnut Lodge. Ironically, except 
for the word “strongly,” his revised chapter in the 1988 
New Harvard Guide to Psychiatry (9), quoted at the end 
of this paper, contains almost identical language. 

It is essential that the reader distinguish between the 
narrow legal question of what was negligent in 1979 
and the much broader arguments about scientific evi- 
dence and policy advanced by Klerman. He attempts 
to link together the Osheroff litigation, the legal stand- 
ard of care in malpractice, efficacy research, and public 
policy based on efficacy research. It is possible to argue 
that he presents each of these issues and their supposed 
connections in a one-sided and partisan fashion. 
Therefore, I shall here present the other side. First, if 
there was malpractice in Osheroff, the strongest argu- 
ment is that under the facts of that case, as described 
by Klerman, negligence arose from the persistence in a 
course of exclusive psychodynamic treatment despite 
obvious psychotic deterioration. This argument does 
not depend on the latest scientific research on efficacy 
or the scientific status of psychoanalysis or psychody- 
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namic psychotherapy. Second, the legal standard of 
care in malpractice is not and should not be a universal 
rule set by one school of psychiatry for the others, even 
if it wraps itself in the mantle of modern science. 
Rather, the legal standard of care should reflect the 
“collective sense of the profession” (10), not the par- 
tisan opinions of one particular group and certainly 
not the latest unreplicated and evolving scientific evi- 
dence (5). Third, efficacy research, including controlled 
clinical trials, is of varying quality. Much of it is far 
from being based on solid methodological grounds 
(11), and the leap from controlled trials to clinical 
practice often produces unexpected results. Public pol- 
icy based on such a limited scientific foundation and 
enforced by malpractice litigation is unlikely to benefit 
our patients or our profession. If the kind of efficacy 
research now available to psychiatry led to decisively 
beneficial treatment for most patients with minimal 
side effects and long-term improvement, there would 
be no professional debate. However, it should be ob- 
vious that all of Klerman’s arguments about law, sci- 
ence, efficacy, and policy stand or fall without regard 
to the Osheroff litigation. 


A RESTATEMENT OF THE CASE HISTORY 


Klerman’s brief description of Dr. Osheroff’s history 
makes the diagnosis of narcissistic personality disorder 
seem ridiculous. The details of Dr. Osheroff’s case his- 
tory, including excerpts from his own autobiographi- 
cal account, have been published by Malcolm (3) and 
are the basis for what follows here. I have no profes- 
sional relationship with Dr. Osheroff or the litigation. 
Furthermore, I would emphasize that everything re- 
ported here is available to the general public in Mal- 
colm’s book. There are still reasons to have qualms 
about republishing the personal details of an identified 
patient’s case history. On the other hand, Klerman has 
made this case the centerpiece of his paper and Dr. 
Osheroff himself participated in a session at the 1989 
APA annual meeting. 

Malcolm’s book reports that Dr. Osheroff was mar- 
ried three times before his hospitalization. His first 
marital relationship began while he was in college and 
ended in divorce after 21 months because his wife had 
allegedly been unfaithful. He thought of leaving med- 
ical school but saw a psychiatrist who convinced him 
to return. During his internship he met and married a 
nurse. That second marriage lasted much longer but 
deteriorated after the birth of two children. Dr. Osher- 
off saw a psychiatrist again during these years while he 
was establishing his practice. According to Malcolm 
(3), he wrote about this period of time in his autobi- 
ography, which he entitled A Symbolic Death: 


All during the early years of my [second] marriage, I had 
been rather immature and insensitive and my energies 
seemed to be so devoted to and focused on my career, that 
I perhaps was not listening and if I was listening, perhaps 
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I wasn’t hearing. I was seemingly oblivious to the stresses 
that were developing in my marriage at the time. 


Psychotherapy for Dr. Osheroff and marital therapy 


for the couple did not save the marriage. His second 
wife eventually left the children with him and went off 
with another man. Dr. Osheroff lost 40 pounds during 
this time, living “a life that was almost devoid of the 
usual types of satisfaction.” His nephrology practice, 
nonetheless, grew and prospered as he opened his own 
dialysis center. He then met his third wife, a medical 
student on her clinical clerkship, and married her after 
a “whirlwind romance.” This was at first a happy and 
successful marriage, and symptoms of depression ap- 
parently disappeared. He and his wife were, in his 
words, “one of the most celebrated and sought after 
medical couples in the... area.” 

There were continuing conflicts, however, with his 
second wife, who now wanted custody of their two chil- 
dren. Conflicts also began with his third wife. They were 
precipitated, according to her, by his seemingly incon- 
siderate behavior during the birth of their first child 
(his third) and his lack of attention to the baby and her. 

Dr. Osheroff also began to have serious disagree- 
ments with his professional associates in practice. With 
these conflicts and the deterioration of his third mar- 
riage, he saw at least three different psychiatrists, two 
of whom prescribed antidepressive medication, which 
was not successful—perhaps because of lack of com- 
pliance. It is well recognized that “drug manipulation 
and drug compliance are anticipated problems” in pa- 
tients whose affective symptoms are complicated by 
personality disorders (12). No doubt, such problems 
can be even greater when the patient is himself a phy- 
sician and may have his own opinions about treatment. 

I do not mean to suggest that Klerman intentionally 
selected from the history only those features which 
support his diagnosis and the basic thesis of his paper. 
Perhaps the kinds of subjective experiences revealed in 
Dr. Osheroff’s autobiographical account and the inter- 
personal difficulties he experienced with the important 
people in his life, which suggest problems in the sphere 
of object relations and character, have become less rel- 
evant to psychiatrists who tend to overemphasize 
DSM-HI’s axis I in comparison with axis II. Perhaps 
these two quite different histories indicate that there is 
an incorrigible diagnostic and conceptual difference 
between Klerman’s school and traditional psychia- 
trists. The “scientific” psychiatrist now looks for the 
symptoms. The traditional psychiatrist still looks for 
the person. Each school can criticize the blindness of 
the other on the basis of its own criteria. 

In any event, when Dr. Osheroff entered Chestnut 
Lodge he was not a neophyte as to psychiatry or its var- 
ious therapeutic approaches, nor was he professionally 
or personally ignorant about depression. He was a phy- 
sician who, I have no doubt, had already several times in 
his life been diagnosed, fully informed about his diagno- 
sis, and treated exactly in the manner recommended by 
Klerman in his paper. Those treatment methods had 
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failed. All of this seems relevant to-any judgment about 
Chestnut Lodge’s alleged negligence and the lessons 
Klerman claims are to be learned from this litigation. 


THE DIAGNOSIS 


Klerman relies on a strict construction of DSM-II, 
DSM-III, and DSM-III-R in his discussion of the stand- 
ard of care for diagnosis. He points out that there was 
no narcissistic personality disorder in DSM-II. There- 
fore, Chestnut Lodge used a diagnosis not listed in 
psychiatry’s official nomenclature. 

DSM-H, however, was certainly not regarded with 
the same authority the profession has given its succes- 
sors. Psychodynamic etiological diagnoses were com- 
monly used whether or not they were in DSM-II, and 
narcissistic personality was perhaps the most fre- 
quently used. Indeed, it became the diagnosis of an 
entire culture (13). Given my restatement of the case 
history, I believe that the vast majority of psychiatrists 
would agree that a diagnosis of narcissistic or some 
other personality disorder at the time of admission was 
not evidence of negligence, particularly since a diagno- 
sis of affective disorder was also made. Most psychia- 
trists in 1979 would not have considered it a breach of 
professional standards merely to depart from official 
nomenclature in this way. 

Dr. Osheroff’s own autobiographical account of his 
illness would substantiate many, if not all, of the typ- 
ical features of narcissistic personality disorder de- 
scribed by Kernberg (14). Certainly, the restated case 
history presents relevant evidence omitted by Klerman. 


THE TREATMENT 


The breakdown of Dr. Osheroff’s third marriage 
and his professional conflicts, which precipitated his 
hospitalization, could reasonably have been under- 
stood at the time as classic examples of the kind of 
psychosocial crises that destroy the precarious balance 
of the narcissistic personality. Even if Klerman believes 
that this kind of psychodynamic formulation and ap- 
proach to treatment is no longer “scientifically” ac- 
ceptable, there can be little doubt that it was well 
within the collective sense of the profession in 1979. 
Thus, I suggest that the initial treatment program for 
Dr. Osheroff was acceptable, particularly in the light 
of a history of previous unsuccessful drug treatment 
provided by a leading psychopharmacologist and im- 
plemented by his traditional psychotherapist. 

With only this psychodynamically oriented psychos. 
therapy, however, the patient’s condition obviously 
deteriorated. Whatever the original diagnosis and 
treatment plan were, reevaluation and consultation are 
required at some point when a treatment regimen has 
such obviously negative consequences. I have no doubt 
that during the 1950s, 1960s, and 1970s at Chestnut 
Lodge and other similarly oriented hospitals, tradi- 
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tional therapists did persist in exclusive psychoanalytic 
psychotherapy, despite similar situations of obvious 
symptomatic deterioration. My own clinical experience 
at McLean Hospital during these years certainly confirms 
this impression. 

If Klerman had stayed with this narrow fact of the 
situation and stated that exclusively psychoanalytic 
treatment of a hospitalized patient in the face of obvi- 
ous psychotic deterioration is no longer clinically ac- 
ceptable, I believe he could have claimed to speak for 
the collective sense of the profession, including the vast 
majority of traditional psychiatrists. 

It is important to recognize that this marks an im- 
portant historical moment of transition in modern psy- 
chiatry. Many new considerations as well as efficacy 
studies have led to this change. The biological dimen- 
sions of serious mental disorders and their treatment 
have been better understood, and this understanding 
has been more widely accepted. The consequences of 
long periods of psychotic decompensation have been 
more fully recognized. The distinction between social 
recovery with improvement of symptoms and the cure 
of serious mental illnesses has been better appreciated, 
and psychiatric hospitalization has increasingly fo- 
cused on the former. The negative implications of 
long-term hospitalization of patients with psychotic 
disorders have been well documented. Psychiatrists 
have recognized the importance of improvement in 
symptoms for the therapeutic alliance and, therefore, 
as a necessary part of treatment with seriously dis- 
turbed patients. The limitations of traditional therapy 
with psychotic patients are widely accepted, and suc- 
cessful treatment is more often attributed to the unique 
qualities of the therapist or the relationship rather than 
to the method of the psychotherapy. All of these fac- 
tors and not just the available efficacy studies have led 
to the changes in the collective sense of the profession. 

At Chestnut Lodge, Dr. Osheroff apparently devel- 
oped a negative therapeutic reaction and a negative 
transference to both the therapist and the hospital. The 
person suffering from these serious symptoms of de- 
pression was in revolt against his treatment. The rec- 
ommendation to change hospitals seems to me emi- 
nently sound on psychodynamic grounds. Klerman 
suggests that Dr. Osheroff’s remarkable cure at the 
Silver Hill Foundation was a function of his finally 
being provided the efficacious combination of tricyclics 
and phenothiazines. If all patients like Dr. Osheroff 
had such remarkable cures with these drugs, psychia- 
try would be a different profession. But Dr. Osheroff’s 
psychological response to Silver Hill Foundation, as 
described in his autobiography, suggests that other, 
equally important, psychodynamic factors were in- 
volved. He had escaped, if not narcissistically tri- 
umphed over, Chestnut Lodge and his therapist. His 
negative transference had been vindicated. Such psy- 
chodynamic conceptions still seem as relevant to our 
clinical understanding of such remarkable cures as 
does psychopharmacology. 
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BIOLOGICAL VERSUS PSYCHODYNAMIC PSYCHIATRY 


Klerman and Klein have both objected to my char- 
acterization of the Osheroff dispute as one between 
biological and psychodynamic psychiatry (15). Kler- 
man here states that it is, rather, a matter of opinion 
versus evidence. Klein (16) has made the same point in 
stronger and more colorful language. Both of them 
contend that they are speaking as scientists and that 
the issue is one of scientific evidence versus dogmatic 
opinion. Klerman makes this a thesis of his current 
paper, applying it as a standard to all psychiatric treat- 
ments. I believe that both men ignore the very real 
problem of differing opinions about scientific evidence 
and the canons of science within the psychiatric pro- 
fession. Klerman and Klein surely recognize that the 
quality of the evidence, even in their own impressive 
research, leaves room for other scientists to make in- 
terpretations and raise questions. The basic assump- 
tions on which clinical research on depression and 
panic states proceeds are subject to fundamental ques- 
tions by serious scientists (17). Klerman is no doubt 
correct that at a meeting of scientists, the person with 
evidence should take precedence over the person with- 
out evidence. Even a small amount of evidence is better 
than opinion when the question is what can science say 
about a subject. But that does not mean the science is 
good enough to create a uniform policy or to dictate to 
clinicians the clinical standards of care. 

Klerman also objects to the “biological” designation 
because of his longstanding pluralistic approach to eti- 
ology and treatment. My intention, however, was not 
to suggest that he was a biological psychiatrist but that 
he brought a biological perspective, as opposed to the 
psychodynamic perspective of Chestnut Lodge, to the 
Osheroff dispute. My objective was to explain what I 
understood to be the basis of the dispute. Certainly, if 
I had been responsible for Dr. Osheroff’s care | would 
have insisted on “biological treatment” in the face of 
obvious psychotic deterioration. It has been my long- 
standing contention that in similar actual situations, 
judges upholding the right to refuse treatment were 
forcing psychiatrists to commit malpractice (18). Un- 
fortunately, Klerman’s paper goes well beyond the 
facts of Osheroff. His standards are meant to apply to 
the treatment of any DSM-III-R disorder, and the onus 
he places on traditional psychiatry is unmistakable. 


EFFICACY RESEARCH AND PUBLIC POLICY 
CONCERNS 


There is an apocryphal story told about male law- 
yers. One asks the other, “How is your spouse?” The 
other replies, “Compared to what?” “Compared to 
what” is the appropriate perspective to bring to Kler- 
man’s discussion of efficacy research and policy. He 
compares psychotherapy and drugs. In that compari- 
son he criticizes the failure of various government 
agencies at the federal and state levels. He also criti- 
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cizes his colleagues in research and in professional as- 
sociations. When compared to Food and Drug Admin- 
istration safety and efficacy standards for drugs, the 
regulation of psychotherapy seems to stand out as a 
public policy disaster. But virtually everything Kler- 
man says about psychotherapy applies with equal 
force to surgery and almost everything else that phy- 
sicians do which does not come under the Food and 
Drug Administration’s authority. Much of what all 
physicians do has no demonstrated effectiveness-——even 
the prescription of supposedly efficacious medication. 
Thus, if psychotherapy is compared to surgery, for ex- 
ample, one might get a totally different impression 
about the nature and significance of the public policy 
problem posed by traditional psychotherapy. It turns 
out that the Food and Drug Administration is quite 
unique, holding the massive pharmaceutical industry 
hostage and able to require it to invest vast resources in 
research into efficacy and safety. Thus, Klerman’s use 
of the Food and Drug Administration as a model is less 
relevant and less meaningful than it seems. 

All health policy experts are concerned about effi- 
cacy. Indeed, efficacy research has become the central 
requirement of what Relman (19) called the third rev- 
olution in medical care, requiring increased attention 
to assessment and accountability. In order to meet the 
pressing objectives of quality and cost control, how- 
ever, Relman wrote, “We will also need to know much 
more about the relative costs, safety, and effectiveness 
of all the things physicians do or employ in the diag- 
nosis, treatment and prevention of disease” (19). Rel- 
man was commenting on an article by Roper et al. (20) 
of the Health Care Financing Administration, who de- 
scribed new “effectiveness initiatives.” These will in- 
creasingly involve the federal government in the col- 
lection and distribution of efficacy and outcome data 
concerning many branches of medicine. Roper et al., 
along with Relman, stated that more comprehensive 
assessment of medical effectiveness will eventually im- 
prove the quality of care and eventually help curtail 
costs. Unlike Klerman, they suggested that the science 
of efficacy research currently available in the rest of 
medicine is inadequate to the task. The focus of the 
Health Care Financing Administration was on surgery. 
For example, they cited carotid endarterectomy and 
the implantation of cardiac pacemakers as examples of 
surgical practices often used inappropriately because 
of the lack of adequate efficacy studies. More money is 
certainly spent on these procedures than on all of the 
traditional psychotherapy provided in the United 
States—and the immediate risks of their use or misuse 
are much greater. Roper et al. (20) clearly recognized 
what Klerman has not: that the “science of health care 
evaluation, still in its formative stages, requires certain 
resources: money, data, and people trained in the eval- 
uative sciences” and that “methods of gathering and 
synthesizing data on health outcomes and effectiveness 
are correspondingly underdeveloped.” 

Roper et al. made it clear that a whole new infra- 
structure for gathering data is necessary before sensible 
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public policy can be developed to control clinical prac- 
tice. They did not blame the medical profession for this 
gap in our scientific knowledge. Klerman’s paper, in 
contrast, seems to be a rush to judgment, with the first 
stop at the courthouse. Klerman does not even ac- 
knowledge that there is any legitimate opposition to 
his views. He is prepared to argue that “the absence of 
professional consensus statements in our field leaves it 
open for the courts to be used by individuals, such as 
Dr. Osheroff, who feel they have been poorly treated 
and who believe they are entitled to redress of their 
grievances.” This is to suggest that the psychiatric pro- 
fession is now being punished for its own sins of laxity, 
which opened the door to the courtroom. This is sim- 
ply nonsense. Every legal scholar writing on the subject 
of psychiatric malpractice has pointed to the lack of 
professional consensus in psychiatry as a major cause 
for the remarkable dearth of such litigation compared 
to other specialties over the past century (5, 21). In 
fact, any experienced lawyer would say that Dr. Osheroff 
was able to litigate because he was able to obtain expert 
witnesses like Klerman and his distinguished colleagues, 
who were willing to testify that there is a consensus 
about efficacious treatment. Indeed, Klerman’s paper is 
an attempt to assert and establish this thesis. 

The use of the courtroom and malpractice litigation 
to enforce a consensus policy on efficacy would have 
serious consequences for biological psychiatry as well 
as for the field as a whole. The history of neuroleptic 
medication for schizophrenic disorders presents a 
striking example. Psychiatry’s understanding of effica- 
cious doses and deleterious side effects has changed 
dramatically over the past two decades. We have gone 
from smaller doses to megadoses back to smaller 
doses. We have gone from routine maintenance to se- 
lective maintenance. We went through a brief phase of 
rapid intramuscular “neurolepticization” for acute 
psychotic disorders and abandoned it (22). All of these 
changing standards of care were based on clinical expe- 
rience, available scientific evidence, and a genuine con- 
cern for providing effective treatment. If, at any early 
point in this history, biological psychiatrists had gone 
to court or to any other official authority to impose ef- 
ficacious dose standards on all their colleagues, it would 
have been a disaster for our patients and for biological 
psychiatry. If it is Klerman’s idea that psychiatry should 
be ruled by the courts applying the prevailing scientific 
evidence of the day, he has a recipe for disaster. 


KLERMAN’S SPECIFIC RECOMMENDATIONS 


Responsibility to Make a Diagnosis According to 
DSM-III-R 


DSM-III and DSM-IH-R constitute officially recog- 
nized diagnostic nomenclature. Furthermore, the use 
of this nomenclature is now widely accepted in the 
profession. Thus, Klerman’s first recommendation is 
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not obviously controversial. Looking back to the 
Osheroff litigation, Klerman strongly objected to the 
diagnosis of narcissistic personality disorder based on 
psychodynamic considerations. Presumably, this re- 
quirement is intended to prevent similar lapses. Tra- 
ditional psychiatrists writing in modern psychiatric 
textbooks continue to emphasize psychodynamic for- 
mulations and criticize DSM-III and DSM-III-R. Ne- 
miah (23), for example, wrote, “The new nomencla- 
ture and diagnostic grouping are a mixed blessing, 
particularly if one wishes to go beyond purely phe- 
nomenological description to a consideration of the 
psychodynamic mechanisms involved in the formation 
of symptoms—an activity that the framers of DSM-III 
would like to discourage.” Klerman would not only 
discourage such activity but also delegitimatize the 
psychodynamic diagnostic formulations of traditional 
psychiatry. The essence of the first responsibility is that 
it locks the traditional psychiatrist into the scientific 
paradigm urged by Klerman. 


Responsibility to Inform the Patient 


Having made a diagnosis, the psychiatrist would be 
required to communicate it to the patient in a manner 
consistent with DSM-III-R. Ironically, Klerman cites 
me as supporting this requirement. I value DSM-III-R 
as a basis for more reliable communication within the 
psychiatric profession. I do not believe that all of its 
diagnostic categories have scientific validity or that 
they all have value in helping patients to understand 
their human problems or their mental disorders. Some 
DSM-III-R diagnoses seem quite helpful in this re- 
spect, and others do not. For some patients a psy- 
chodynamic diagnostic formation may be more help- 
ful. Even when the diagnosis is helpful to the patient, 
there is the matter of timing, which Klerman fails to 
emphasize. 

It is certainly my belief that psychiatrists should 
view helping patients understand their problems as one 
of their professional responsibilities. In that sense, in- 
formed consent is an essential goal and principle of 
psychiatry and of all psychiatric treatments. It is a 
predicate for a therapeutic alliance. But informed con- 
sent is a process, not an immediate one-time recitation 
of a formula regardless of the actual situation. DSM- 
II-R may or may not be helpful in that enterprise and 
therefore ought not to be forced on all patients by a 
blanket rule that places the clinician in a pseudoscien- 
tific ideological straightjacket. We should not confuse 
the valuable function DSM-III-R serves in clarifying 
communication among psychiatrists with its value in 
communication with our patients. Whatever the law of 
informed consent may be, it does not require uniform 
behavior in every actual situation. The law requires a 
reasonably prudent physician (5), not a scientific au- 
tomaton. Klerman’s criteria suggest an emphasis on 
controlling his colleagues rather than on promoting a 
therapeutic relationship. 
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Responsibility to Describe Alternative Treatments 





The psychiatrist, having made a DSM-III-R diagno- 
sis and revealed it to the patient, is next required by 
Klerman to discuss with the patient the efficacious 
treatment alternatives. The burden here is heaviest on 
traditional psychiatrists, whom Klerman now relegates 
to a respectable minority. (“This is a special require- 
ment on the respectable minority of physicians, since 
they should inform the patient that their treatment is 
not the one most widely held within the profession.”’) 
Klerman is prepared to abolish the legal concept of the 
respectable minority on scientific grounds. He seems 
not to recognize that this legal concept is intended, 
among other things, to protect scientific innovation 
against rigid orthodoxy in standards of care. Thus, the 
concept has no specific numerical definition (5). Rely- 
ing on Livingston’s unpublished student paper, Kler- 
man selects 10% as a numerical definition of the legal 
concept. He suggests that traditional psychiatrists 
comprising such a respectable minority (although he 
provides no empirical evidence about their actual num- 
bers) have a special burden. The burden seems to be to 
familiarize themselves with the claims of scientific ef- 
ficacy put forward by all other therapies, present them 
to the patient, and inform the patient that their own 
traditional psychotherapy has no demonstrated efficacy. 

I first injected the idea of the respectable minority 
into the Osheroff controversy from quite a different 
perspective (15). The question I had addressed was 
whether a hospital could hold itself out as providing 
exclusively psychoanalytic and psychosocial treat- 
ments for patients who had serious mental disorders 
under the respectable minority rule. The rule, despite 
its legal ambiguity, seemed to recognize that the prac- 
tice of medicine was characterized by different schools 
of thought, not by uniform orthodox criteria (5). I 
assumed that such a hospital would accept only pa- 
tients who chose not to have drug treatment or ECT. 
Klerman’s deposition in the Osheroff litigation (3) 
seemed to indicate that in his expert opinion such a 
hospital would be negligent per se. This is by no means 
an entirely obsolete question, since advertisements ap- 
parently describing such a hospital have regularly ap- 
peared in the American Journal of Psychiatry (for in- 
stance, in the January 1989 issue, page A14). 

If the respectable minority rule in law and other 
legal doctrine relevant to the necessary qualifications 
of experts have any role at all, it is to protect the 
diversity of reasonably prudent professional opinion 
and different approaches to the practice of the healing 
arts (5) against the rigid orthodoxy proposed by Kler- 
man. Similarly, organized psychiatry, when it accepted 
DSM-III, specifically indicated that this was not in- 
tended as an endorsement of any etiological theory or 
therapy of mental disorder. Rather, it was agnostic, 
recognizing the diversity of professional views and 
opinions. Klerman’s criteria for professional responsi- 
bility would repudiate the traditional commitment of 
both the law and psychiatry to diversity. It would fur- 
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ther narrow the practice of psychiatry and the choices 
available to patients. In his quest for efficacious stand- 
ards, Klerman endorses an authoritarian control of 
psychiatric practice. The lessons of the history of sci- 
ence suggest that this would be detrimental, even to the 
aspirations of “scientific psychiatry.” 


Responsibility to Provide Proper Treatment 


Klerman’s definition of a responsibility to provide 
effective treatment drives home the nails on the coffin 
he has devised for traditional psychiatry. He says, 
“The patient has the right to the proper treatment. 
Proper treatment involves those treatments for which 
there is substantial evidence.” His paper makes clear 
that he believes there is no such substantial evidence 
for traditional psychotherapy in the treatment of any 
DSM-III-R disorder. Thus, psychiatrists who apply 
traditional psychotherapy cannot claim to provide 
effective treatment or to fulfill the patient’s “right” to 
proper treatment. This criterion alone, given his argu- 
ments, might well raise the specter of malpractice, not 
for a respectable minority but for the majority of psy- 
` chiatrists in the United States who at least in some of 
their practice provide such treatments to patients with 
DSM-III-R diagnoses. I again emphasize the point that 
if anything should go wrong during such treatment the 
claim could be made under Klerman’s criteria that the 
therapist had failed to provide proper treatment. 

The special burden placed on traditional psychia- 
trists by Klerman cannot be fully appreciated if one 
_ does not consider the quite different impact of these 
criteria on psychiatrists specializing in psychopharma- 
cology. They can take Klerman’s paper as authority for 
the proposition that they need never discuss or refer a 
patient for traditional therapy, since such treatments 
have no demonstrated efficacy compared to their own. 
Thus, they need to do nothing further to familiarize 
themselves with these unscientific theories and thera- 
pies. Furthermore, they need have no concern about 
their own responsibility to provide proper therapy. 
Klerman seems to accept Food and Drug Administra- 
tion approval of efficacy as a sufficient minimum guar- 
antee of proper treatment to appropriate patients. 
Thus, all standard psychopharmacology is by defini- 
tion proper. Ironically, it is not at all uncommon in the 
treatment of panic disorder, the example given by 
Klerman, for different psychopharmacologists to reach 
contradictory conclusions about the relevant scientific 
literature on the basis of their judgment and profes- 
sional opinion. Klerman has no intention of preventing 
these colleagues from telling patients that despite dem- 
onstrated efficacy, Food and Drug Administration ap- 
proval, and widespread use a particular drug is worth- 
less and even dangerous in their opinion. It is only 
traditional psychiatrists who are not permitted to have 
such professional opinions about scientific evidence. 
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Responsibility to Consult and Refer 


There is a great deal of law as well as ethical prin- 
ciples in psychiatry that establish a responsibility to 
seek expert consultation when a patient’s condition 
obviously deteriorates on a given regimen of treatment 
(5, 24). Psychiatrists have not always respected this 
legal and ethical requirement, perhaps because, as 
Klerman suggests, they have failed to recognize the 
safety and efficacy of alternative treatments. If Kler- 
man had made this the central feature of his discussion 
of the facts of the Osheroff litigation and its implica- 
tions for psychiatry and for legal policy, there would 
have been no need for a response. 


CONCLUSIONS 


If it is correct that Klerman’s arguments and recom- 
mendations are not required by law or by any legal 
precedent of Osheroff, then it would appear that Kler- 
man is invoking the threat of malpractice liability to 
further his own “scientific” approach and his own vi- 
sion of what clinical psychiatry is and should be. This 
strategy of seeking legal empowerment is an unfortu- 
nate and increasing tendency in the psychiatric profes- 
sion. Advocates of various partisan positions in psy- 
chiatry have gone to the courtroom and to the law to 
advance their own schools and ideologies. It is striking 
to me how often legal decisions that offend the psychi- 
atric profession as a whole are based on the expert 
opinions of psychiatrists advocating their own parti- 
san positions. The psychiatric profession has often 
complained about the constraints the law was placing 
on us and our patients (25). What we have failed to 
recognize is how often what the law did was based on 
the partisan and adversarial testimony of our col- 
leagues. We have less reason to fear our litigious pa- 
tients and their lawyers than our partisan colleagues 
in this new era of psychiatric malpractice. Unfortu- 
nately, Klerman has chosen to attack traditional psy- 
chiatry in the context of a legal dispute and in a man- 
ner that may have consequences he did not intend. 
Law is a blunt instrument; it can be used to beat down 
the opposition, but no one should think that the law 
can chart the path of scientific progress in clinical 
psychiatry. 

Klerman has often been able to speak for the collec- 
tive wisdom of the psychiatric profession. His own 
words, in The New Harvard Guide to Psychiatry (9), 
are the best answer in the courtroom to the partisan 
position he has asserted here: “Individual psychother- 
apy based on psychodynamic principles remains the 
most widely used form of psychotherapy. Although 
systematic, controlled clinical studies do not exist, 
clinical experience supports the value of this form of 
treatment.” 
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Regular Articles 


Whatever Happened to Intensive Psychotherapy? 


Kenneth Z. Altshuler, M.D. 


Of 163 residency programs responding to a survey 
about training requirements in long-term psychother- 
apy, more than 100 did not require that any patients 
be seen more than once a week. Among 41 psycho- 
therapy protocols representing outcome-related re- 
search that were reported at an annual meeting of the 
Society for Psychotherapy Research, the studies em- 
ploying more than once-a-week treatment for 6 or 
more months were rare. Intensive psychotherapy is 
clearly on the wane in training programs and in psy- 
chotherapy research paradigms. 

(Am J Psychiatry 1990; 147:428—430) 


E rom the mid-1940s through the late 1960s, before 
the biological revolution took hold, intensive psy- 
chotherapy was a major tool in psychiatry’s armamen- 
tarium (1). Psychiatric residents in the course of their 
training saw several patients two, or even three, times 
a week in psychotherapies that often endured for 
years. Progress in biological psychiatry and the failure 
of psychoanalysis to demonstrate its efficacy have 
moved intensive psychotherapy from its place center 
stage. This paper reports a small effort to see where it 
stands now. 


METHOD 


The essentials of psychiatry residency training man- 
date an experience in individual, long-term psychother- 
apy (2). A total of 212 psychiatry residency programs 
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were surveyed to determine how this requirement is 
met. Programs were selected from the Directory of 
Psychiatry Residency Training Programs (3) and from 
the 1988—1989 directory of training directors of the 
American Association of Directors of Psychiatric Res- 
idency Training so as to sample each training program 
(e.g., university program) once rather than inquire of 
each of several hospitals within a given program. The 
survey asked how many patient hours a week of psy- 
chotherapy were required in the third and fourth years 
and what number of outpatients had to be seen in 
once-a-week, twice-a-week, or more than twice-a- 
week therapy. 

The object was to determine the range and maxi- 
mum number of patient hours required for psychother- 
apy in any year of a program, whether an experience in 
iritensive psychotherapy was included, and what it 
was. Responders almost uniformly required a psycho- 
therapy experience in both the third and fourth post- 
graduate years, and for the most part the requirements 
were similar. In the tabulations which follow, only one 
number is reported—that for both years if the 2 years 
were identical and that for the year with the greater 
requirement if the 2 years of a program were different. 
An occasional program reported that the psychother- 
apy experience began in postgraduate year 1; no par- 
ticular note is made of these instances. Similarly, since 
the search was for what was required, the lower num- 
ber was tabulated when responses noted that “one or 
two” or “two or three” patients had to be seen in a 
specified frequency of treatment. 

A second survey was sent to the 45 individuals pre- 
senting papers at the 1988 annual meeting of the So- 
ciety for Psychotherapy Research whose abstracts in- 
dicated an attempt to measure process or outcome of 
therapy (4). Questions focused on the type of therapy 
(e.g., brief dynamic, cognitive, interpersonal, psycho- 
analytic), its frequency and form (e.g., individual or 
group), and the number of sessions and weeks or 
months that it lasted. If the response included a com- 
parison therapy, similar questions were asked about it, 
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TABLE 1. Requirements of 163 Psychiatry Residency Programs 
Concerning Frequency and Amount of Psychotherapy 








Required Frequency 
None or 

Once a Week More Than 
Required Hours gee oaea Week 
of Psychotherapy EA =N 
per Week N N % N % 
Less than 4 45 38 37.6 7 11.3 
4-6 31 19 18.8 12 19.4 
7-9 24 15 14.9 9 14.5 
10 or more 63 29 28.7 34 54.8 


“These programs tended to require more psychotherapy experience 
generally than programs that required psychotherapy once a week 
or less (p<0.0001, Wilcoxon rank-sum test). 


and the treatment was counted as another therapy 
study. 


RESULTS 


Of the 212 questionnaires mailed to psychiatry res- 
idency programs, 163 were returned with enough in- 
formation to be counted. Among nonresponders, no 
bias was apparent in such factors as regional distribu- 
tion, urban versus rural location, or public versus pri- 
vate support. All but nine of the responding programs 
required a psychotherapy experience in the third and 
fourth years; eight required it in the third year only 
and one in only the fourth year. In terms of patient 
hours required, the range was from 2 to over 20 per 
week. Table 1 presents data on the number of pro- 
grams requiring less than 4, 4—6, 7—9, and 10 or more 
patient contact hours per week in psychotherapy. 

Of greater interest, perhaps, is a look at the data 
from the standpoint of what intensity was required in 
the psychotherapy training experience. Of the 163 re- 
spondents, over 60% indicated that only once-a-week 
psychotherapy was required or that there were no re- 
quirements at all with regard to the frequency with 
which patients were seen. Less than 40% required an 
experience in psychotherapy twice a week or more; of 
these, 21 programs required one twice-a-week experi- 
ence, 28 required two twice-a-week treatments, seven 
required that three patients be seen twice a week, one 
required that four patients be seen twice a week as 
necessary, and two required that five patients be seen 
at the latter frequency. One program required that 
three patients be seen three times a week, and two 
required that four patients be seen four times a week, 
during at least one of the residency training years. As 
table 1 reveals, programs requiring that patients be 
seen more often than once a week also tended to re- 
quire more psychotherapy experience generally than 
those with less intensive requirements. 

Society for Psychotherapy Research respondents re- 
ported 34 studies of individual psychotherapy. Twen- 
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ty-eight were studies of once-a-week therapy. Of these, 
25 studied treatments lasting 6 months or less (in ad- 
dition to one open-ended study, one in which treat- 
ment endured for a year, and one in which treatment 
lasted for 8 months). Only six studies consistently used 
more than once-a-week treatment in their protocols. 
One was for 10 weeks and two were for 12 weeks; one 
was a psychoanalytic study of one patient; one was 
open-ended, treated patients either once or twice a 
week, and aimed at relating such qualities as the ther- 
apeutic bond and self-relatedness to outcome; in the 
last study patients were seen once, twice, or three times 
a week from 16 weeks to 8 years, and patients’ and 
therapists’ views of outcome were studied in relation 
to techniques and style of therapeutic relationship. 
Seven additional studies reported outcome variables in 
group therapy. All involved treatments of once a week 
or less; one lasted for 6 months and six for less. 


DISCUSSION 


A few observations must be brought to bear on the 
interpretation of these data. Psychoanalytic or inten- 
sive, psychoanalytically oriented studies of change, 
when they were done, rarely focused on symptoms. 
Instead, interest was on conflict resolution and rear- 
rangement of defensive structure, both of which defied 
objective measurement. The major symptom-related 
study indicating a failure of this kind of treatment was 
one aimed at measuring the success of psychoanalysis 
with schizophrenia (5). In contrast to the abundance of 
scientific studies of cognitive therapy and interpersonal 
therapy, or even of brief dynamic therapy of various 
sorts (6—8), a search of the literature of the last 15 
years yielded no studies of psychoanalysis or extended, 
psychoanalytically oriented treatment aimed at symp- 
toms of depression, for example, or in which results 
were measured by changes on such instruments as the 
Beck or Hamilton depression scales or the Global Ad- 
justment Scale. 

Statements that intensive psychotherapy has not 
proved effective are easy to find (9—11). Such asser- 
tions, while true, are misleading. The meta-analysis of 
psychotherapy’s effectiveness by Smith et al. (12) sur- 
veyed as its base 475 studies that met at least minimal 
scientific standards. Not one was a study of psycho- 
analysis or of intensive (e.g., two times weekly or 
more), long-term (e.g., a year or more) psychotherapy. 
Similarly, the Garfield and Bergin review of studies 
relating frequency of visits to outcome (13) listed no 
studies of adults seen twice a week or more, enduring 
more than 6 months, and using modern measures. 
Thus, it would appear that the question of effective- 
ness outside of schizophrenia has never been tested 
(14), and the long history of intensive psychother- 
apy’s failure to demonstrate its effects has been mis- 
taken—as even Eysenck (15) noted—to mean proven 
ineffectiveness. 

It is clear that not only psychoanalysis but extended, 
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intensive psychotherapy has lost ground and favor, in 
psychiatry residency training programs and research. 
The Tasman and Kay survey of resident training in 
1986 (16) noted this situation, although it did not re- 
port requirements of frequency or duration in the psy- 
chotherapy training experience. The task force formed 
by the Association for Academic Psychiatry and the 
American Association of Directors of Psychiatric Res- 
idency Training recognized the changing state of af- 
fairs as well. Reviewing the place of psychotherapy in 
the training of residents, the task force recommended 
an experience of 4 to 7 hours a week in the third year 
of training, with at least one patient seen more than 
once a week (17). Observing also that some schools are 
poorer in resources for teaching psychotherapy than 
others, it recommended at least 200 hours of total 
experience, one patient seen for more than 50 sessions, 
and some psychotherapy experience at at least weekly 
frequency for programs with limited resources. 

It appears that the field has already anticipated these 
recommendations. If we assume a rough equivalence 
of programs and residents, the data from the present 
survey suggest that more than 60% of the psychiatrists 
now in training may complete their training without 
ever seeing a patient in twice-a-week or more intensive 
psychotherapy. Another 11% or so will have seen only 
one or two patients twice a week for any length of 
time. And if the Society for Psychotherapy Research 
reports are representative of current psychotherapy re- 
search, almost all research on outcomes and differ- 
ences in outcome will be based on a model of psycho- 
therapy once a week for 20 to 24 weeks, at the most. 

Does it matter? Only if treatment more than one 
time a week is different as an experience, for both 
patient and therapist, and if more than once-a-week 
treatment for more than 24 weeks can yield results that 
are different from those producible in the current 
model. 

Strangely enough, and despite much opinion on ei- 
ther side, we cannot yet answer these questions. 
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Spectrum of Efficacy of Valproate in 55 Patients 
With Rapid-Cycling Bipolar Disorder 


Joseph R. Calabrese, M.D., and Gustavo A. Delucchi, M.D. 


In order to explore valproate’s spectrum of efficacy 
in rapid-cycling bipolar disorder, 55 patients under- 
went a prospective, open, 7.8-month trial designed 
to assess the drug’s acute and prophylactic proper- 
ties. Twenty patients received monotherapy, and 35 
received combination therapy. Moderate to marked 
acute antidepressant responses were seen in 47% of 
the patients, prophylactic antidepressant responses in 
76%, acute antimanic responses in 91%, prophylactic 
antimanic responses in 94%, acute responses in mixed 
states in 85%, and prophylactic responses in mixed 
states in 93%. Consistent with other anticonvulsant 
literature, these data suggest that valproate has 
marked antimanic and mixed state efficacy, but mini- 
mal to moderate antidepressant properties. 

(Am J Psychiatry 1990; 147:431-434) 


Ithough lithium therapy continues to be viewed as 

the treatment of choice for bipolar affective dis- 
order, 20%—40% of patients either do not tolerate this 
drug or do not respond to it. A growing body of data 
suggests that rapid-cycling bipolar disorder accounts 
for a significant proportion of bipolar affective disor- 
der that is resistant to lithium. Among bipolar patients, 
13%-20% experience rapid cycling (1, 2). Since fre- 
quency of recurrence has previously been believed to 
contribute substantially to morbidity (3), improving 
the clinical management of this refractory patient pop- 
ulation has the potential of significantly reducing hu- 
man suffering. Such anticonvulsants as carbamazepine 
are believed to have particular efficacy in the manage- 
ment of rapid-cycling bipolar disorder (4). Although it 
has been demonstrated that carbamazepine has 
marked acute antimanic properties, its acute antide- 
pressant properties are less impressive, and its prophy- 
lactic efficacy has recently been called into question (5, 
6). The clinical use of carbamazepine is, in addition, 
compromised by its ability to induce its own metabo- 
lism, as well as to induce the metabolism of a variety of 
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different drugs (i.e., birth control pills, haloperidol, 
valproate) by enhancing the P-450 microsomal enzyme 
svstem (7, 8). 

Although several authors have suggested valproate 
as an alternative to carbamazepine in the management 
of the patient with lithium-resistant rapid cycling, to 
our knowledge there have been no trials that have sys- 
tematically studied large, homogeneous samples of 
patients with rapid-cycling bipolar disorder (9, 10). 
Since bipolar disorder is a recurrent illness accompa- 
nied by manic, depressed, and mixed states, the spec- 
trum of efficacy in both the acute and prophylactic 
setting is of particular importance. Few studies have 
specifically evaluated the efficacy of valproate in these 
settings. Although this type of drug trial is more labor- 
intensive, the design may more accurately reflect pat- 
tern of response and long-term outcome in this 
complex, multifaceted, recurrent illness. In order to 
systematically explore valproate’s spectrum of efficacy 
in the acute and prophylactic settings, patients with 
this refractory variant of bipolar disorder were pro- 
spectively given valproate either in monotherapy or 
combination therapy. 


METHOD 


After giving informed consent, 55 patients who met 
DSM-III-R criteria for bipolar disorder were given a 
trial of valproate in a prospective, longitudinal, open 
design. These patients were consecutively referred to a 
bipolar disorder specialty clinic. In order to be in- 
cluded in the study, each patient was required to have 
a history of classic rapid cycling, as defined by Dunner 
and Fieve (1), i.e., a history of four or more major 
depressions, manias, or hypomanias per year. Consis- 
tent with DSM-III-R, patients with mixed states ex- 
hibited cycle frequencies too numerous to count and 
were further described as having discrete episodes of 
affective instability (mood lability) of such severity 
that the symptom complex of both hypomania and 
depression were present within the same 24-hour pe- 
riod. Before study entry, screening baseline thyroid 
function testing, CBC, and SMA-16 were done. Cycle 
frequency, duration, and severity were ascertained 
with life charting techniques and were confirmed by 
interviewing a family member. Patients were excluded 
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TABLE 1. Characteristics of 55 Patients With Rapid-Cycling Bipo- 
lar Disorder 








Item N % 
Women 32 58.1 
Men 23 41.8 
Physician-referred, previous 

treatment failures 38 69.1 
Self-referred 17 30.9 
Bipolar type I 25 45.5 
Bipolar type II 30 54.5 
Mixed states 14 25.5 
Previously hospitalized 38 69.1 
Unemployed due to illness 22 40.0 
Overt thyroid failure 4 7.3 
Family history of mood distur- 

bance 41 74.5 
Treatment failures 

Lithium alone 35 63.6 

Carbamazepine alone 14 25.5 

Lithium/carbamazepine 

combination 17 30.9 

Current severe depressions? 49 89.1 
Current severe manias? 27 49.1 


Characteristics increasing since 
illness onset 


Number of cycles per year 46 83.6 
Depression severity 32 58.2 
Mania severity 26 47.3 
Duration of depression 22 40.0 
Duration of mania 16 29.1 





*Patients were asked to rate the severity of their current mood states 
as mild, moderate, or severe. 


from the study if they presented with elevated liver 
function test results or evidence of other CNS abnor- 
malities. Valproate had never been previously pre- 
scribed for these patients. Previous bimodal therapy 
(lithium and carbamazepine) was classified as a failure 
if patients had experienced a major episode of depres- 
sion, mania, or hypomania meeting DSM-III-R criteria 
or intolerable side effects. 

Table 1 provides additional information for the total 
sample. The mean+SD age of the patients at entry to 
the study was 40.7+13.4 years; the mean age at onset 
of illness was 19.3+11.2 years. The mean number of 
cycles per year was 9.2+9.7 (median=6). The mean 
durations of the patients’ current depressions and 
manias were 46.0+68.0 days and 29.9+61.3 days, 
respectively. 

Outcome measures were defined as follows: marked 
improvement—complete cessation of all cycling (i.e., 
no breakthroughs of any kind); moderate improve- 
ment—improvement in cycle severity, duration, or fre- 
quency but with persistence of breakthrough mood 
swings; mild improvement; and no response. Val- 
proate responders were defined as those patients who 
exhibited moderate or marked responses. Because this 
study assessed spectrum of efficacy in both acute and 
longitudinal settings, denominators describing out- 
come vary, since information concerning acute efficacy 
was obtainable only for those patients who presented 
with symptoms of the mood state in question. For ex- 
ample, if a patient presented depressed and responded 
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to valproate in acute and prophylactic settings, he or 
she would be likely to remain in complete remission. 
Since the prophylactic antimanic effects of a drug do 
not equal its acute effects, we cannot assume that suc- 
cessful prophylaxis against mania is equivalent to 
acute antimanic efficacy. This patient would never be 
available to test the acute antimanic properties of val- 
proate. Therefore, sample sizes for prophylactic data 
sets were larger than those for acute efficacy data sets. 
Conversely, some patients who failed in a trial of val- 
proate’s acute effects were unable to participate in the 
prophylactic assessment; i.e., maintenance therapy 
could not be justified when acute responses were neg- 
ligible. Anecdotal experience suggests that this chron- 
ically ill patient population commonly experiences 
substantial degrees of learned helplessness. As a result, 
interepisode psychosocial impairment remains after a 
complete response. For this reason, psychosocial func- 
tion was not used as an outcome measure. 

A regimen of divalproex sodium enteric-coated tab- 
lets was started at 250 mg b.i.d. and increased by 250 
mg every 5—7 days, as tolerated. Valproate total levels, 
CBC, and repeat SMA-16 were obtained at baseline, 1 
month, and 3 months during the first 6 months, and 
every 9-12 months thereafter. When valproate and car- 
bamazepine were used together, free levels of each 
were monitored, since valproate is highly protein bound 
and noted to displace protein-bound carbamazepine. 

In addition to receiving pharmacotherapy, study pa- 
tients participated in a wide range of nonbiological 
interventions designed to obtain optimum compliance 
and assist in rehabilitation. These included rehabilita- 
tive psychotherapy, marital/family therapy, specialized 
outpatient manic-depressive groups for patients and 
families, and local involvement in the National De- 
pressive and Manic Depressive Association. Alcoholics 
Anonymous, in vivo desensitization, and other behav- 
ioral interventions were used as indicated. 


RESULTS 


Thirty-five of 55 patients (63.6%) were noted to be 
resistant to either lithium or carbamazepine. Twenty 
patients (36.4%) received valproate monotherapy and 
35 (63.6%) combination therapy. Of the 35 who re- 
ceived combination therapy, 21 (60.0%) received val- 
proate augmentation of lithium, five (14.3%) received 
unimodal antidepressants (e.g., tricyclic antidepres- 
sants, monoamine oxidase inhibitors), three (8.6%) 
valproate augmentation of lithium/carbamazepine 
therapy, and one (2.9%) valproate augmentation of 
carbamazepine. The mean+SD duration of this ongo- 
ing drug trial was 7.8+5.9 months (range= 1-24, me- 
dian=5.5 months). Patients had had evidence of illness 
for an average of 21.4 years. The mean valproate dose 
was 1686+680 mg; the mean serum level was 84428 
ug/ml. 

Table 2 describes analyses based on outcome criteria 
for both the entire sample of valproate-treated patients 
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TABLE 2. Outcome of Patients With Rapid-Cycling Bipolar Disor- 
der Who Received Valproate With or Without Other Drugs 





Responders 


Marked 
Response 


Total N % N %* 


Mood State and 
Type of Treatment 


Total group (N=55) 


Mania 
Acute 34 31 912 19 613 
Prophylactic 51 48 941 40 83.3 
Depression 
Acute 34 16 471 13 813 
Prophylactic S1 39 765 21 538 
Mixed states 
Acute 14 12 85.7 12 100.0 
Prophylactic 14 13 929 13 1000 


Patients who received valproate 
alone (N=20) 


Mania 
Acute 10 9 900 8 889 
Prophylactic 20 19 95.0 17 89.5 
Depression 
Acute 11 7 636 4 571 
Prophylactic 20 17 85.0 11 647 
Mixed states 
Acute 6 6 100.0 6 100.0 
Prophylactic 6 6 100.0 6 100.0 








“Based on number of responders. 


and the 20 patients who received monotherapy. All 
three of the patients who did not respond to the acute 
antimanic properties of valproate had bipolar | rapid 
cycling. Of the patients with type I and II disorders, 
84% (N=21) versus 93.3% (N=28) were responders 
in the acute setting; and 55.8% (N=14) versus 77.0% 
(N=23) exhibited marked responses. Comorbidity 
was prevalent, with 15 of 55 (27.3%) exhibiting state- 
dependent alcohol abuse, primary alcoholism in four 
(7.3%), other substance abuse in 12 (21.8%), panic 
attacks in 22 (40.0%), generalized anxiety in nine 
(16.4%), and obsessive-compulsive disorder in one 
(1.8%). Panic attacks subsided in 21 of 22 patients. 
State-dependent alcohol abuse remitted in 15 of 15 
patients. Other substance abuse remitted in 12 of 12 
patients. Dependence, on alcohol unrelated to mood 
disturbance was treated with Alcoholics Anonymous 
in each of four patients; one of the four did not main- 
tain sobriety. Non-state-dependent generalized anxiety 
remitted in eight of nine patients. Thyroid supplemen- 
tation was continued in the four patients who had re- 
ported a previously treated hypothyroidism. 
Twenty-nine of the 55 patients (52.7%) had side ef- 
fects. There were eight reports of nausea, six of epigastric 
cramping, five of tremors, four of ataxia, four of leth- 
argy, three of alopecia that was dose-related and resolved 
once the dose was decreased, and one each of slurred 
speech, blurred vision, rash, headache, enuresis, fluid re- 
tention, and hepatotoxicity. The drug was discontinued 
twice due to gastrointestinal upset, once due to alopecia, 
once due to de novo elevations of liver function test re- 
sults, accompanied by signs of liver injury, in a patient 
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with acquired immune deficiency syndrome, and five 
times due to lack of antidepressant efficacy. The latter 
involved partial responders to lithium who had already 
experienced complete remission of their manias but were 
given valproate to treat residual major depression. 


DISCUSSION 


Until recently, inadequate attention has been given 
to the spectrum of drug efficacy in the treatment of 
bipolar disorder. As the rapid-cycling variant of bipo- 
lar disorder becomes increasingly well-recognized, the 
spectrum of efficacy in both the acute and longitudinal 
settings will take on increasing importance. It is of 
particular concern to patients with the rapid-cycling 
variant. Before they are willing to relinquish their 
highs through effective antimanic therapy, many will 
query the physician as to the drug’s antidepressant ef- 
ficacy. They realize the currently available bimodal 
therapies are better antimanic agents than antidepres- 
sants. A unimodal assessment of an agent’s antimanic 
properties in a placebo-controlled, double-blind set- 
ting is, therefore, complemented by longitudinal, nat- 
uralistic studies that individually assess manic, mixed, 
and depressed mood states in both the acute and pro- 
phylactic settings. Unfortunately, longitudinal, double- 
blind, placebo-controlled drug trials of this kind are 
expensive, critically reviewed by institutional review 
boards, and labor-intensive. Large sample sizes are re- 
quired to accumulate adequate acute cohorts for the 
individual mood states, and study periods are lengthy. 
This prospective, open, longitudinal study of valproate 
monotherapy and combination therapy was designed 
to address some of these concerns. 

Consistent with other anticonvulsant literature, our 
data suggest that valproate possesses potent antimanic 
and mixed state properties in both the acute and pro- 
phylactic settings but minimal to moderate antide- 
pressant properties. The frequency of prior psychiatric 
hospitalizations, resistance to lithium/carbamazepine 
treatment, bipolar type | disease, and unemployment 
suggest that these patients were quite ill and did not 
have merely less serious variants of mood disturbance, 
such as cyclothymia. Patients’ reports with respect to 
years since onset of illness (21.4) and duration and 
severity of illness also suggested significant levels of 
impairment (see table 1). Of particular interest is the 
observation that 84% of the patients reported that 
their disease became more autonomous as it “ma- 
tured.” They noted that the cycles became more fre- 
quent and had no apparent relationship to any stress- 
ful life event. This feature, in particular, has been 
viewed in the past as a predictor of poor outcome. 
Approximately half viewed the amplitude of their ma- 
nias and depressions as increasing. Nearly half re- 
ported increased durations of depressions over the 
course of their illness, and over one-fourth reported 
increased durations of manias. 

Due to the ambiguity of our DSM-III-R criteria for 
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mixed states, the data concerning valproate’s marked 
efficacy in mixed states in our sample of 14 patients 
must be viewed with caution. As the mean duration of 
these mixed states was 18.7+23.9 days (range=1~70 
days), these episodes were not just short transitional 
states as frequently seen when patients cycle from a 
high to a low or vice versa. These subjects cycled into 
mixed states that persisted for substantial periods of 
time and exhibited the best outcome. In fact, some 
would specify that these patients be more accurately 
referred to as ultrafast rapid cyclers, i.e., having cycles 
of less than 48 hours (11). Since in most cases their 
cycle frequencies were too numerous to count, we 
elected to stay within the DSM-III-R criteria. Our 
findings for this mood state, however, are consistent 
with the literature, which suggests that anticonvulsants 
are particularly helpful in the management of mixed 
states (12). 

Of particular note is valproate’s marked antimanic 
efficacy in this otherwise refractory patient population. 
Although the antidepressant properties of this drug 
were clear-cut, they were less impressive and again 
suggest that we have yet another bimodal agent with 
minimal to moderate antidepressant efficacy. For this 
reason, the challenge of treating the depressed phase of 
rapid-cycling bipolar disorder persists. Should conven- 
tional unimodal antidepressants be used and risk ex- 
acerbating cycle frequency (13), or should bimodal 
therapies (i.e., lithium, carbamazepine, valproate) be 
relied on solely? Future drug trials might be directed 
toward the development of well-tolerated bimodal 
pharmacotherapies that possess potent antidepressant 
properties. In addition, a self-administered rating scale 
is needed that can be given both serially and prospec- 
tively to this outpatient population and used to quan- 
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tify cycle frequency, severity, and duration. Such an 
instrument is currently under development and will 
assist in the systematic evaluation of the periodic phe- 
nomena of rapid-cycling in affective disorders. 
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Progression of Illness in the Differential Diagnosis 
of Primary Dementia 


George S. Zubenko, M.D., Ph.D. 


The diagnostic utility of determinations of insidious 
or stepwise progression of illness was examined in 124 
geriatric inpatients with primary dementia. Such deter- 
minations failed to distinguish patients with primary 
degenerative dementia of the Alzbeimer type from 
those with multi-infarct dementia. Episodic behavioral 
complications, especially depression and delusions, in 
the patients with primary degenerative dementia were 
associated with stepwise progression. Determinations 
of stepwise progression were made in only six (15%) 
of the 40 demented patients with at least two cerebral 
infarctions, a finding inconsistent with current diag- 
nostic criteria for multi-infarct dementia. 

(Am J Psychiatry 1990; 147:435-438) 


P rospective clinical data describing the onset of ill- 
ness or its progression are rarely available for pa- 
tients who present for the initial evaluation and treat- 
ment of dementia. However, both of these clinical 
determinations are used in the classification of this 
group of disorders according to DSM-III, DSM-III-R, 
and the criteria of the National Institute of Neurolog- 
ical and Communicative Disorders and Stroke and the 
Alzheimer’s Disease and Related Disorders Associa- 
tion (NINCDS-ADRDA) (1). Using these variables in 
the differential diagnosis of dementia requires that as- 
sessments of age at symptom onset and of progression 
of illness be made in retrospect on the basis of avail- 
able historical information obtained from family mem- 
bers, caregivers, treating physicians, and previous 
medical records. 

A considerable body of evidence from clinical (2~5), 
family (6-8), and genetic (9—11) studies and from bio- 


Received April 11, 1989; revision received Aug. 30, 1989; ac- 
cepted Sept. 18, 1989. From the Geriatric Health Services, Depart- 
ment of Psychiatry, University of Pittsburgh and Western Psychiatric 
Institute and Clinic. Address reprint requests to Dr. Zubenko, West- 
ern Psychiatric Institute and Clinic, Rm. E-1230, 3811 O’Hara St., 
Pittsburgh, PA 15213. 

Supported by Alzheimer’s Disease Research Center grant AG- 
05133 from the National Institute on Aging and by Mental Health 
Clinical Research Center grant MH-30915, research grant MH- 
43261, and Research Scientist Development Award MH-00540 
from NIMH. 

The author thanks Ursula Kopp for her technical assistance. 

Copyright © 1990 American Psychiatric Association. 


Am J Psychiatry 147:4, April 1990 


chemical and neuropathologic studies of brain (12-15) 
and other tissues (8, 11, 16, 17) supports the impor- 
tance of including age at onset in the description of this 
disorder. However, the value of characterizations of 
the progression of illness in the differential diagnosis of 
primary dementia has seldom been studied empirically 
(18, 19), especially in psychiatric settings, where be- 
havioral symptoms are common reasons for referral. 
In the current study, I examined the utility of assess- 
ments of insidious or stepwise progression of illness in 
the differential diagnosis of 124 geriatric inpatients 
with primary degenerative dementia of the Alzheimer 
type or multi-infarct dementia. 


METHOD 


The study sample was selected from 575 inpatients 
over the age of 55 years who were admitted to the 
Geriatric Health Services at Western Psychiatric Insti- 
tute and Clinic during 1987. Fourteen repeat admis- 
sions during this interval were excluded. Geriatric 
Health Services provides primary outpatient, inpatient, 
and nursing care services to elders in Allegheny 
County, Pa. In addition, it provides specialty services 
for patients referred from other hospitals of the Health 
Center of the University of Pittsburgh and serves as a 
tertiary referral center for community hospitals and 
nursing homes in the tristate area. Reasons for referral 
of patients to the inpatient component of Geriatric 
Health Services typically involve the emergence of be- 
havioral dysfunction due to mental disorders of late 
life. 

A complete history was taken, and each patient un- 
derwent physical, neurologic, psychiatric, and detailed 
mental status examinations. Other tests included a 
CBC, urinalysis, blood chemistry screen, thyroid func- 
tion tests, serology, measurement of serum folate and 
B; levels and blood levels of prescribed medications, 
chest X-ray, ECG, EEG, and brain imaging by means 
of either computerized tomography (CT) or magnetic 
resonance imaging (MRI), as indicated. Patients who 
met the DSM-III-R criteria for primary degenerative 
dementia of the Alzheimer type or multi-infarct de- 
mentia except for a stepwise deterioration and who 
had received MRI or CT scans of the head while hos- 
pitalized were included in the study. This last criterion 
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TABLE 1. Sex, Age, and Progression of IlIness in 124 Geriatric Inpatients With Primary Degenerative or Multi-Infarct Dementia 


Sex 
Diagnosis N M F 
Primary degenerative dementia, 
Alzheimer type 84* 20 64 
Uncomplicated 43 10 33 
Complicated* 41 10 31 
Delusions 21 _— 
Depression 16 —_— 
Delirium 4 _ — 
Multi-infarct dementia 40 8 32 
Uncomplicated 26 6 20 
Complicated“ 14 2 12 


sincludes six patients with onset before age 65. 


Type of Progression 


Age (years) Insidious Stepwise Uncertain 
Mean SD N % N % N % 
75.5 92 60 71 9 11 15 18 
76.6 10.6 35 82> 2 #5 6 14 
74.3 73 25 61° 7 17 9 22 
woe a 14 45 3 10 4 13 
== 9 56 4 25 3 19 
=e 2 50 0 0 2 50 
78.1 8.0 22 55 6 15 12 30 
793 77 14 54 6 23 6 23 
75.9 84 8 57 o o0 6 4 


bsignificant difference between patients with (25 of 41) and without (35 of 43) behavioral complications (x?=4.29, df=1, p<0.05). 
“Refers to presence of behavioral complications (delusions, depression, or delirium), as described in DSM-III-R. 


was employed so that the clinical and radiologic as- 
sessments would be contemporaneous. All subjects 
who met the DSM-III-R criteria for primary degener- 
ative dementia of the Alzheimer type also met the 
NINCDS-ADRDA consensus criteria for probable or 
possible Alzheimer’s disease. Since the clinical diagnos- 
tic criteria for multi-infarct dementia have not been 
operationalized in DSM-III-R, evidence of at least two 
independent cerebrovascular accidents as determined 
by neurologic examination and brain imaging was re- 
quired for the establishment of this diagnosis. The di- 
agnostic criteria were applied by interdisciplinary 
treatment teams that included Board-certified psychi- 
atrists and internists, nurses, social workers, and oc- 
cupational therapists, all with expertise in geriatrics, 
Of the 575 independent patients admitted during 
1987, 115 (20%) met the diagnostic criteria for pri- 
mary degenerative dementia of the Alzheimer type, 46 
(8%) met the criteria for multi-infarct dementia, and 
23 (4%) had dementias of other suspected etiology or 
mixed etiologies. A total of 84 patients with primary 
degenerative dementia of the Alzheimer type (presenile 
onset, N=6; senile onset, N=78) and 40 with multi- 
infarct dementia met the selection criteria for this 
study. 

Characterization of the progression of each patient’s 
impairment as “insidious and generally progressive” 
or “stepwise” was performed by a single Board-certi- 
fied psychiatrist with expertise in geriatric psychiatry. 
This determination was based on clinical descriptions 
provided by caregivers and family members as part of 
a semistructured diagnostic interview (20), the social 
history obtained by qualified geriatric social workers, 
reports from referring physicians, and medical records. 
This process was made as systematic as possible in the 
context of a thorough clinical evaluation. The rater 
was blinded to the medical history, review of systems, 
and the results of the physical and neurologic exami- 
nations, brain imaging, and laboratory tests. On the 
basis Jfithe.information available to the rater, deter- 
minatidng .of insidious or stepwise progression could 


be made in 97 (78%) of the 124 cases included in this 
study. The reliability of these determinations was ac- 
ceptable: for a subset of 34 randomly chosen cases (20 
insidious, nine stepwise, and five uncertain), 29 (85%) 
were reassigned the same progression types. 

The mean ages and the sex ratios of the groups with 
primary degenerative dementia of the Alzheimer type 
and multi-infarct dementia were compared with a two- 
tailed t test and chi-square statistic, respectively. Lo- 
gistic regression analysis was used to evaluate the sig- 
nificance of the clinical assessments of progression of 
illness in predicting whether demented patients would 
exhibit clinical and/or neuroradiologic evidence of 
multi-infarct dementia, while controlling for age and 
gender. The hypothesis that the emergence of behav- 
ioral complications (delusions, depression, delirium) in 
primary degenerative dementia was less likely to be 
associated with insidious progression was tested by 
comparing the prevalence rates of insidious progres- 
sion among the patients with and without these com- 
plications by means of chi-square analysis. 


RESULTS 


The characteristics of the 124 geriatric inpatients 
with progressive primary dementia who were included 
in this study are presented in table 1. Primary degen- 
erative dementia of the Alzheimer type was 2.1 times 
as prevalent as multi-infarct dementia, a ratio similar 
to the ratio of 2.5 (115 to 46) for all 1987 admissions 
to the inpatient service, from which the study sample 
was drawn. Patients with presenile onsets (before age 
65) represented a small proportion (six of 84, 7%) of 
those hospitalized with primary degenerative demen- 
tia, consistent with previous estimates of the age-spe- 
cific incidence of Alzheimer’s disease (6, 21). The study 
groups with primary degenerative dementia of the Alz- 
heimer type and multi-infarct dementia were similar in 
mean age (t=1.56, df=122, n.s.) and sex ratio (x7= 
0.22, df=1, n.s.) (see table 1). 
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The focus of the current study was to test the use- 
fulness of determinations of the progression of illness 
as insidious or stepwise in the differential diagnosis of 
primary dementia (table 1). Overall, 82 (66%) of the 
124 patients were determined to have had insidious 
deteriorations, 15 (12%) had stepwise courses, and a 
determination of either insidious or stepwise could not 
be made in the remaining 27 (22%) cases. In fact, an 
insidious course was the most common presentation of 
primary dementia regardless of the etiology of the de- 
mentia. Logistic regression was used to evaluate the 
significance of the clinical characterizations of progres- 
sion of illness in differentiating patients with primary 
degenerative dementia from those with multi-infarct 
dementia, while controlling for age and „gender. The 
assessments of progression of illness (x7=3.06, df= 
2, p=0.22) were not useful in this regard, nor was 
age (x*=2.47, df=1, p=0.12) or gender (x?=0.13, 
df=1, p=0.72) significantly associated with clinical 
and/or neuroradiologic evidence of multiple cerebral 
infarctions. 

The emergence of behavioral complications was an 
important determinant of whether the progression of 
primary degenerative dementia was characterized as 
insidious or stepwise (table 1). Among the patients 
with primary degenerative dementia, those with delu- 
sions, depression, or delirium had a significantly lower 
prevalence of insidious progression than the patients 
without these complications (x7=4.29 df=1, p<0.05). 


DISCUSSION 


The first issue addressed by this study was the fea- 
sibility of establishing whether the progression of de- 
mentia was insidious or stepwise on the basis of mul- 
tiple sources of information; such determinations were 
possible in 97 (78%) of the 124 cases. For the cases in 
which assignment to one of these two classifications 
could not be made, the fluctuations in the course of the 
illness were sufficiently prominent to preclude its de- 
scription as insidious but not so large as to be clearly 
stepwise without return to previous levels of function- 
ing. In no case did the classification of progression as 
“uncertain” derive from an unresolvable conflict in 
the descriptions of the course from separate sources 
of information. 

The principal finding of this study was that determi- 
nations of the progression of illness did not distinguish 
patients with primary degenerative dementia of the 
Alzheimer type from those with multi-infarct demen- 
tia. Within the group of patients with primary degen- 
erative dementia, the emergence of episodic behavioral 
complications, especially depression and delusions, 
contributed significantly to the interpretation of the 
course of illness as stepwise or uncertain. Furthermore, 
the coexistence of occult cerebrovascular disease, un- 
detected by ratings of neurologic signs and symptoms, 
EEG, and brain imaging, may have also contributed to 
the classification of at least some of these cases as step- 
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wise or uncertain (19, 22—26). While there are at least 
two explanations for the cases of stepwise progression 
among a fraction of the patients with primary degen- 
erative dementia, the observation that only 15% (six 
of 40) of the patients with multi-infarct dementia had 
clear evidence of stepwise progression is not consistent 
with current diagnostic formulations of multi-infarct 
dementia, including those in DSM-III and DSM-III-R. 

It should be noted that the emergence of significant 
behavioral changes or syndromes, rather than cogni- 
tive decline per se, constitutes the primary reason for 
the referral of patients with dementia to our inpatient 
psychiatric setting. This factor and our mission as a 
tertiary care facility are likely to be important sources 


of referral bias, so these findings may not generalize to 


other clinical settings or to unselected populations. 
Nonetheless, the results of this study have led us to 
de-emphasize assessments of the course of illness in the 
differential diagnosis of progressive primary dementia 
and to rely more heavily on focal neurologic signs and 
symptoms and on neuroradiologic evidence to distin- 
guish primary degenerative from vascular dementias. 
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Dysfunctional Attitudes in Depressed Patients Before and 
After Clinical Treatment and in Normal Control Subjects 


Eric D. Peselow, M.D., Clive Robins, Ph.D., Paul Block, Ph.D., 
Faouzia Barouche, M.D., and Ronald R. Fieve, M.D. 





To evaluate the role of maladaptive thinking pat- 
terns in depression, the authors administered the Dys- 
functional Attitude Scale to 112 depressed patients 
before and after 3—6 weeks of treatment with antide- 
pressants or placebo. Twenty-two normal subjects 
were also assessed twice. Depressed patients had a sig- 
nificantly higher initial mean score than control sub- 
jects, but during treatment their score significantly de- 
creased, and the posttreatment score of those with 
complete recoveries was nearly as low as the control 
subjects’ final score. The higher the initial dysfunc- 
tional attitude score the poorer the response to treat- 
ment. Patients with endogenous depression had signif- 
icantly lower scores than nonendogenously depressed 
patients. ; 

(Am J Psychiatry 1990; 147:439-444) 





epressive symptoms include dysphoria, anhe- 
donia, weight loss, self-deprecation, hopeless- 
ness, feelings of worthlessness, sleep disturbance, and 
lethargy. The cognitive approach to understanding and 
treating depression is based on the premise that in ad- 
dition to these symptoms, persistent negative cogni- 
tions are an essential component of depression. Rush 
and Beck (1) have hypothesized that these maladaptive 
thinking patterns or dysfunctional attitudes are related 
to the onset and maintenance of clinical depression. 
Weissman (2) developed the Dysfunctional Attitude 
Scale to measure maladaptive thinking patterns or 
schemata, which, according to Beck’s cognitive theory, 
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are relatively stable characteristics predisposing indi- 
viduals to depression (3). However, contrary to this 
theory is the school of thought which holds that dys- 
functional attitudes are primarily concomitants of the 
depressive state which decrease as the patient recovers 
from depression (4—7). 

It may be that some depressions are characterized by 
dysfunctional attitudes (5) and that these depressions 
may be less likely to respond to somatic treatments and 
more likely to respond to other treatment modalities, 
such as cognitive therapy. Similarly, dysfunctional at- 
titudes may be more associated with nonendogenous 
than endogenous depression. 

To test these hypotheses, we evaluated the Dysfunc- 
tional Attitude Scale scores of depressed outpatients 
before and 3—6 weeks after they entered one of three 
double-blind, placebo-controlled outpatient antide- 
pressant medication trials and compared these scores 
with the scores of normal control subjects who were 
tested twice at comparable times. The purpose of this 
study was fourfold: 1) to compare the Dysfunctional 
Attitude Scale scores of the depressed patients and the 
normal subjects, 2) to compare the changes in scores of 
the drug and placebo responders with those of the drug 
and placebo nonresponders, 3) to determine whether 
initial dysfunctional attitude score helps predict re- 
sponse to drug or placebo, and 4) to compare the 
scores of patients with endogenous and nonendoge- 
nous depression before and after treatment. 


METHOD 


Over the past 4 years, our group has conducted 
three outpatient drug studies. Two of these were com- 
parisons of the antidepressant fluoxetine and placebo 
(range of fluoxetine doses=20-60 mg/day and 5—40 
mg/day, respectively) and one was a comparison of 
clovoxamine hydrochloride (50-350 mg/day), imipra- 
mine hydrochloride (70-245 mg/day), and placebo. 
The patients were randomly assigned to treatment 
groups; for both fluoxetine studies there was a 3:1 
drug-placebo ratio, and for the clovoxamine study the 
ratio of patients receiving clovoxamine, imipramine, 
and placebo was 1:1:1. All patients who participated 
in these three trials gave voluntary informed consent to 
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do so. All patients involved in these trials were be- 
tween 18 and 65 years of age, met the DSM-III criteria 
for major depression, and had scores of 16 or higher 
on the Hamilton depression scale (8). If a patient ful- 
filled the entry criteria for any of the three studies, he 
or she was given placebo in a single-blind fashion over 
4-10 days. All patients were rated with the Hamilton 
depression scale, the 21-item Beck Depression Inven- 
tory (9), the Clinical Global Impression (CGI) (10), the 
3-point Raskin depression scale (11), and an endoge- 
nous symptom scale abstracted from the Schedule for 
Affective Disorders and Schizophrenia, Change Ver- 
sion (SADS-C) (12). In addition, a determination was 
made as to whether the patient did or did not meet the 
Research Diagnostic Criteria (RDC) for definite endog- 
enous depression (13). 

During this period of single-blind placebo adminis- 
tration the patients received various assessments, 
which have been described elsewhere (14). One of the 
assessments was the Dysfunctional Attitude Scale (2), 
which is a self-rated 40-item questionnaire in which 
each item is measured on a scale of 1-7 (range of 
possible scores=40—280). It assesses such dysfunc- 
tional thoughts as concerns about the attitudes of oth- 
ers, fixed negative views about the world, and perfec- 
tionistic goals. Each subject was placed in an office and 
completed the scale alone after the questionnaire was 
explained, The Dysfunctional Attitude Scale has been 
shown to have an alpha coefficient of 0.90 or better (5, 
15). 

The patient was reassessed with the same rating 
scales after the 4-10-day period. If the patient’s 
Hamilton score did not drop more than 20% and re- 
mained 16 or higher, the patient was able to enter one 
of the three drug trials. All three studies involved 6- 
week trials of active drug (fluoxetine, imipramine, clo- 
voxamine) or placebo. Drug treatment was the only 
modality used; the trials did not involve any psycho- 
therapeutic modality. The patients were seen weekly 
and rated with the same scales. At the end of the 6- 
week course or at the final analysis (between 3 and 6 
weeks), a determination of response to treatment was 
made. A response to treatment was defined as a reduc- 
tion in both the Hamilton and Beck scores of 50% or 
more and a final Hamilton score of 11 or less. At the 
conclusion of the trials we administered the Dysfunc- 
tional Attitude Scale to as many patients as possible. 

Overall, 157 patients entered the double-blind 
phases of the three studies. We were able to obtain pre- 
and posttreatment scores on the Dysfunctional Atti- 
tude Scale for 112 of them (71.3%). After the conclu- 
sion of these trials we administered the Dysfunctional 
Attitude Scale to 22 individuals with no lifetime his- 
tory of affective disorder and no lifetime history of 
pharmacological treatment for psychiatric illness; 
these normal control subjects were assessed at the be- 
ginning and end of a comparable time period (3—6 
weeks), In both cases, the 40-item B form was used. 
There was no difference in initial clinical status, as 
measured with the Hamilton, Raskin, and CGI scales, 
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between the 45 patients in the drug trials who did not 
complete the Dysfunctional Attitude Scale at both 
times and the 112 who participated in our evaluation. 

For the purposes of the analysis, we combined the 
imipramine, fluoxetine, and clovoxamine groups into a 
single antidepressant group. Our justification for this 
is evidence in the literature suggesting that fluoxe- 
tine (16) and clovoxamine (17) are equal in antidepres- 
sant efficacy to standard agents, such as imipramine 
(since this evaluation, fluoxetine has been approved 
by the U.S. Food and Drug Administration for major 
depression). We then split the drug and placebo groups 
into drug responders and nonresponders and placebo 
responders and nonresponders to see if there were 
differences. 


RESULTS 


When the code was broken, it was found that 77 of 
the patients had been randomly assigned to drug (flu- 
oxetine, clovoxamine, or imipramine) and 35 patients 
had been assigned to placebo. Of the 77 patients as- 
signed to drug, 41 (53.2%) were classified as respond- 
ers according to our criteria, whereas only 11 (31.4%) 
of the 35 patients assigned to placebo were responders. 
This difference was statistically significant (x7=3.86, 
df=1, p<0.05, with Yates’ correction factor). 

The overall approach to the data analysis was anal- 
ysis of variance (ANOVA). The between-subjects vari- 
ables were diagnosis, drug status, and subtype (respond- 
er or nonresponder, endogenous or nonendogenous)}. 
The rating time (baseline or after treatment for the 
patients and first or second rating for the control sub- 
jects) was treated as a within-subject repeated factor. 
All pairwise comparisons and contrasts were consid- 
ered significant if the significance level was p<0.05. 

Table 1 shows the difference in initial ‘clinical status 
between both placebo and drug responders and non- 
responders. Using a two-factor ANOVA (response and 
drug status), we found no difference in initial scores on 
the Hamilton scale, CGI, endogenous symptom scale, 
and Raskin scale between responders and nonre- 
sponders for either the placebo or drug group (most F 
ratios<1). However, on the Beck scale there was a 
main effect for response (F=4.45, df=1, 108, p=0.04) 
due to higher scores for the nonresponders, which was 
most pronounced for the drug-treated group, in which 
the nonresponders had a significantly higher initial 
mean Beck score than the responders. However, nei- 
ther the main effect for drug status (F<1, df=1, 108) 
nor the interaction between drug status and response 
(F=1.50, df=1, 108) reached significance. 

The initial scores on the Dysfunctional Attitude 
Scale (mean+SD) for the 112 depressed patients and 
22 control subjects were 151.41+35.3 and 99.46+ 
22.7, respectively. Their scores 3—6 weeks after treat- 
ment were 139.21+41.4 and 96.05%22.9, respec- 
tively. Using one between-subjects factor (diagnosis) 
and one within-subject factor (time of rating) in a re- 
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TABLE 1. Initial Clinical Status of Responding and Nonrespending Depressed Patients Given Drug or Placebo 








Initial Score 





PESELOW,’ ROBINS, BLOCK, ET AL. 


Hamilton Beck Raskin Clinical Endogenous 
Depression Depression Depression Globat Symptom 
Scale Inventory Scale Impression Scale 
Group Mean SD Mean SD Mean SD Mean SD Mean SD 
Drug 
Responders (N=41) 23.73 4.5 24.39° 6.9 9.68 1.3 4.17 0.7 33.07 7.1 
Nonresponders (N=36) 23.86 5.4 29.617 7.9 10.19 1.9 4.25 0.8 33.61 6.5 
Placebo 
Responders (N=11) 25.09 4.5 25.36 6.4 9.91 1.5 4.36 0.7 33.82 7.0 
Nonresponders (N=24) 25.33 5.1 26.75 7.4 10.67 2.0 4.50 0.8 35.25 7.4 


a According to a two-way ANOVA (Response by Drug Status), there was a significant main effect of response far the Beck score (F=4.45, 


df=1, 108, p<0.04) and a statistically significant difference between drug responders and nonresponders (t=2.31, df=75, p<0.05). 


peated measure ANOVA, we found a statistically sig- 
nificant Diagnosis by Time interaction (F=4.80, df= 
1, 132, p<0.03). Pairwise comparisons showed that 
the depressed patients endorsed significantly more dys- 
functional attitudes both before and after treatment 
than did the control subjects (t=5.04, df=132, p< 
0.0001, and t=4.19, df=132, p<0.0001, respective- 
ly). For both groups, the dysfunctional attitude score 
decreased between the first and second assessments, 
but the decrease was greater for the depressed group 
(t=3.93, df=132, p<0.001). The Dysfunctional Atti- 
tude Scale scores of our depressed and control subjects 
were similar to those in other reports (4, 5). 

Table 2 contains the Dysfunctional Attitude Scale 
scores before and after treatment of the patients who 
subsequently responded or did not respond to drug or 
placebo. Before treatment, the mean scores did not 
differ between the 77 patients assigned to drug and the 
35 patients assigned to placebo (t=1.59, df=110, n.s., 
two-tailed). Using two between-groups variables (drug 
status and response) and one within-subject variable 
(time of rating) in a repeated measures ANOVA, we 
noted a Response by Drug Status by Time interaction 
(F=8.94, df=1, 108, p=0.003). Pairwise comparisons 
indicated numerous important statistically significant 
differences between groups. In the drug-treated group, 
the responders had a significantly lower initial mean 
score than the nonresponders. In the placebo group, 
the responders had a lower initial score than the non- 
responders, but the difference just missed statistical 
significance. In both the drug and placebo groups, the 
responders showed a significantly greater decrease in 
score after treatment than the nonresponders, who 
showed virtually no change in dysfunctional attitude 
score after treatment. 

Figure 1 compares the pre- and posttreatment scores 
of all responders, all nonresponders, and the control 
subjects. Using one between-subjects variable (group) 
and one within-subject variable (time of rating) in an 
ANOVA, we found a significant Group by Time inter- 
action (F=41.96, df=2, 131, p<0.0001). Pairwise 
comparisons indicated that for both the pre- and post- 
treatment ratings the responders had significantly 
lower mean scores than the nonresponders. However, 


Am J Psychiatry 147:4, April 1990 


the control subjects had significantly lower ratings 
than both the responders and nonresponders at both 
ratings. Thus, despite the fact that the dysfunctional 
attitude score of the combined drug and placebo re- 
sponders significantly decreased, responders continued 
to endorse more dysfunctional attitudes than control 
subjects tested a second time. 

Of the 112 patients, 65 (58%) met the RDC for 
definite endogenous depression, and 47 (42%) did not 
and were classified as having nonendogenous depres- 
sion. In the drug-treated group, 19 (44%) of the 43 
patients with endogenous depression and 22 (65%) of 
the 34 patients with nonendogenous depression re- 
sponded to treatment (y*=2.45, df=1, p>0.1, with 
Yates’ correction factor). In the placebo group, re- 
sponse occurred in five (23%) of the 22 patients with 
endogenous depression and six (46%) of the 13 pa- 
tients with nonendogenous depression (x7=1.13, df= 
1, p>0.25, with Yates’ correction factor). 

Table 3 contains the Dysfunctional Attitude Scale 
scores of the patients with endogenous and nonendog- 
enous depression and the control subjects. Using one 
between-subjects factor (group) and one within-sub- 
ject factor (time of rating) in the ANOVA, we found a 
significant Group by Time interaction (F=3.66, df= 
2,131, p<0.03). Important pairwise comparisons 
showed that the patients classified as having endoge- 
nous depression had significantly lower initial and 
posttreatment dysfunctional attitude scores than the 
group with nonendogenous depression. This was true 
for patients assigned to both drug and placebo. How- 
ever, the endogenous group still had significantly 
higher initial and posttreatment scores than the normal 
control subjects. For both the endogenous and nonen- 
dogenous groups, the higher the initial score the 
poorer the response to drug or placebo (F=11.48, 
df=3, 108, p<0.0001). Among the patients with 
endogenous depression, there was a significant differ- 
ence in initial score on the Dysfunctional Attitude 
Scale between the responders (125.7+24.1) and non- 
responders (153.12431.2) (t=3.43, df=63, p<0.002). 
The same was true for the responders and nonre- 
sponders in the nonendogenous group (150.4+36.0 
versus 181.7+31.3; t=3.38, df=45, p<0.002). 


441 


DYSFUNCTIONAL ATTITUDES IN DEPRESSION 


TABLE 2. Pre- and Posttreatment Scores on the Dysfunctional At- 
titude Scale of Responding and Nonresponding Depressed Pa- 
tients Given Drug or Placebo 





Score on Dysfunctional Attitude Scale? 


Before After 
Treatment? Treatment Change® 
Group Mean SD Mean SD Mean SD 
Drug 
Responders 
(N=41) 140.29 30.7 111.80 29.7 —28.49 16.5 
Nonresponders 
(N=36) 171.47 32.2 172.19 32.7 +0.72. 18.8 
Placebo 
Responders 
(N=11) 134.09 42.0 119.27 41.8 —14.82 7.0 
Nonresponders 
(N=24) 148.25 31.6 145.70 32.7 —-2.45 11.5 





"Significant Drug Status by Response by Time interaction (F=8.94, 
df= 1, 108, p=0.003). 

>Significantly lower score for drug responders than drug nonre- 
sponders (t=3.04, df=75, p<0.005) and a trend in that direction 
for the placebo group (t=1.78, df=33, p=0.07). 

“Significantly lower score in responders than in nonresponders for 
both the drug group (t=5.92, df=75, p<0.0001) and placebo 
roup (t=2.56, df=33, p<0.02). 

Significantly greater decrease in responders than in nonresponders 
for both the drug group (t= 13.48, df=75, p<0.0001) and placebo 
group (t=3.59, df=33, p<0.005). 


DISCUSSION 


The findings reported here agree with those of Mi- 
randa and Persons (18) in that dysfunctional attitudes 
were mood dependent, as shown by the fact that alle- 
viation of depression (by either drug or placebo) sig- 
nificantly lowered the Dysfunctional Attitude Scale 
score. This relationship has also been shown by other 
investigators (5-7, 19-22). The finding of a difference 
in dysfunctional attitudes between recovered depressed 
patients and control subjects agrees with that of Eaves 
and Rush (4) but not with other results (7, 21, 22). 
This interesting finding has two possible explanations. 
One is that dysfunctional attitudes may be trait- 
related; Miranda and Persons (18) noted that individ- 
uals with current depressive symptoms and histories of 
depressive episodes had higher Dysfunctional Attitude 
Scale scores than individuals with current depressive 
symptoms but no history of actual depressive episodes. 

However, there is another possible explanation for 
this difference. It might be that although our patients 
met generally accepted criteria for response to treat- 
ment, this response might not be consistent with com- 
plete recovery. (Average final Hamilton scores for the 
41 drug and 11 placebo responders were 6.71 and 
8.63, respectively). Indeed, there was a statistically sig- 
nificant correlation between final Dysfunctional Atti- 
tude Scale score and final Beck score for the 41 drug 
responders (r=0.36, df=40, p<0.02) and a nonsignif- 
icant trend in this direction for the 11 placebo re- 
sponders (r=0.50, df=10, p<0.10). 

To evaluate the ‘possibility that the difference in aye 
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FIGURE 1. Pre- and Posttreatment Mean Scores on the Dysfunc- 
tional Attitude Scale of Responding and Nenresponding Depressed 
Patients Given Drug or Placebo and of Normal Control Subjects? 
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N=52 (41 drug-treated +11 placebo-treated) 


DYSFUNCTIONAL ATTITUDE SCORE 





BEFORE. AFTER 


Oe Responders 
We Nonresponders 
opeet Control subjects 


"Significant Group by Time interaction (F=41.96, df=2, 131, p< 

0.0001). Significantly lower score in responders than in nonre- 
sponders both before treatment (t=2.76, df=110, p<0.01) and 
after treatment (t=5.74, df=110, p<0.0001). Significantly lower 
score in control subjects than in either responders or nonresponders 
both before treatment (t=3.57, df=72, p<0.001, and 1=5.65, 
df=80, p<0.0001, respectively) and after treatment (t=2.08, 
df=72, p<0.05, and t=5.91, df=80, p<0.0001). 


functional attitude score between the responders and 
control subjects was due to residual depression, we 
subdivided the 52 responders (41 drug-treated and 11 
placebo-treated) into those who completely recovered 
(final Hamilton scores5) and those who had some 
residual pathology (Hamilton score=6—11). Using a 
post hoc one-way ANOVA (see table 4), we found 
significant differences among the complete responders, 
partial responders, nonresponders, and control sub- 
jects (F=19.60, df=3, 130, p<0.0001). Pairwise com- 
parisons showed that the patients whose final Hamil- 
ton scores were between 6 and 11 were the ones whose 
scores differed significantly from those of the control 
subjects; those who had Hamilton scores of 5 or less 
did not statistically differ from the control subjects. 
One interesting finding was that the degree of cog- 
nitive dysfunction was related to response to treat- 
ment. The higher the scores on the Dysfunctional At- 
titude Scale the poorer the responses to drug and 
placebo treatment, which have been associated with 
70% and 40% response rates for acute depression, 
respectively (23). Surprisingly, although pretreatment 
score on the Dysfunctional Attitude Scale has been 
found to be a significant predictor of relapse (24, 25), 
we are aware of no other study that has reported on 
the role of the Dysfunctional Attitude Scale in predict- 
ing response to a controlled trial of somatic or psycho- 
social treatment. Parker et al. (26) found that the score 
on the Dysfunctional Attitude Scale did not predict 
outcome at 6 or 20 weeks for nonendogenously de- 
pressed patients, but none of these patients was taking 
antidepressants and the psychotherapy was not con- 
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TABLE 3. Pre- and Posttreatment Scores on the Dysfunctional At- 
titude Scale of Patients With Endogenous and Nonendogenous 
Depression and of Normal Control Subjects 





Score on Dysfunctional Attitude Scale* 


Before After 
Treatment Treatment! Change 

Group Mean SD Mean SD Mean SD 
Endogenous 

depression 

(N=65) 143.02 31.5 132.12 41.5 -10.89 21.8 
Nonendogenous 

depression 

(N=47) 163.02 37.2 149.02 39.6 -14.00 12.6 
Control subjects 

(N=22) 99.46 22.7 96.05 22.9 —3.41 7.2 


Significant Diagnosis by Time interaction (F=3.66, df=2, 131, p< 
0.03). 

Score significantly lower in control subjects than in patients with 
endogenous depression (t=3.96, df=85, p<0.001) or nonendoge- 
nous depression (t=7.47, df=67, p<0.0001) and significantly 
lower in patients with endogenous than nonendogenous depression 
(t=2.36, df=110, p<0.02). 

“Score significantly lower in control subjects than in patients with 
endogenous depression (t=3.43, df=85, p<0.001) or nonendoge- 
nous depression (t=6.23, df=67, p<0.0001) and significantly 
lower in patients with endogenous than nonendogenous depression 
{t=2.03, df=110, p<0.05). 

‘Significantly less change in control subjects than in patients with 
either endogenous depression (t=2.29, df=85, p<0.02) or nonen- 
dogenous depression (t=3.06, df=67, p<0.01). 


trolled. In addition, Parker et al. found that neuroti- 
cism did not predict outcome, which is contrary to the 
findings of other investigators (27, 28). Block and 
Robins found that the Dysfunctional Attitude Scale 
score at initial assessment of depressed patients not in 
treatment predicted maintenance of depressive diagno- 
sis at 10-week follow-up (unpublished findings). How- 
ever, there was no control for treatment during this 
10-week interval. Our study appears to be the first to 
show that higher dysfunctional attitude scores are as- 
sociated with poorer response to somatic treatment. 
Since it is felt that for depressed outpatients numer- 
ous forms of treatment can be efficacious—e.g., inter- 
personal therapy (29), cognitive therapy (1, 30)—it 
would be interesting to know whether the assessment 
of dysfunctional attitudes can play a role in choice of 
treatment modality. Use of the Dysfunctional Attitude 
Scale (and other cognitive measures) might yield a sub- 
set of depressed patients for whom these attitudes are 
a prominent depressive etiology and for whom nonbi- 
ological treatments (particularly cognitive therapy), ei- 
ther alone or in combination with antidepressants, 
would be beneficial. When we separated the patients 
according to their median initial scores on the Dys- 
functional Attitude Scale (median score=148.5), the 
difference in response rate between drug and placebo 
groups was greater for the patients with scores below 
the median than for those with scores above the me- 
dian. Among the patients with initial scores below the 
median, 27 (75%) of the 36 drug-treated patients and 
seven (35%) of the 20 placebo-treated patients re- 
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TABLE 4. Posttreatment Scores on the Dysfunctional Attitude 
Scale of Depressed Patients With Complete Response to Drug or 
Placebo, Partial Responders, Nonresponders, and Normal Control 
Subjects 





Posttreatment Score on 
Dysfunctional Attitude Scale* 


Group Mean SD 
Responders” 
Complete responders 
(Hamilton scores) 
(N=18) 107.17 30.9 
Partial responders 
(Hamilton score=6~11) 
(N=34) 116.68€ 32.8 
Nonresponders (N=60) 161.60% 35.0 
Control subjects (N=22) 96.05 22.9 


Significant difference among groups (F=19.60, df=3, 130, p< 
0.0001). 
Includes 41 patients who had received drugs and 11 patients who 
had received placebo. 
“Significantly higher than score of control subjects (t=2.32, df= 54, 
poo. .05). 
Significantly higher than scores of complete responders (t=6.19, 
df=76, p<0.0001), partial responders (t=6.37, df=92, p< 
0.0001), and control subjects (t=8.01, df=80, p<0.0001). 


sponded (x?=7.07, df=1, p<0.01, with Yates’ correc- 
tion factor). For patients with scores above the median 
value, the rate of response to drug (14 of 41, 34%) was 
not statistically different from the rate of response to 
placebo (four of 15, 27%). This suggests that higher 
dysfunctional attitude scores require more than just 
pharmacological treatment alone. 

The other finding of note is that individuals who 
were classified as having definite endogenous depres- 
sion according to the RDC had a lower initial mean 
dysfunctional attitude score than the nonendogenous 
patients, even though the patients with endogenous 
depression tended to have more severe depressive 
symptoms as measured with the scales we used. No 
such difference between endogenous and nonendoge- 
nous depression was found by Eaves and Rush (4), 
Zimmerman and Coryell (31), and Giles and Rush 
(32). Although DSM-III and the RDC define endoge- 
nous depression on the basis of a set of discrete clinical 
symptoms, the difference in Dysfunctional Attitude 
Scale scores noted here gives credence to the old but 
still common belief that endogenous depressions are 
biologically determined and that nonendogenous de- 
pressions occur in reaction to life events, perhaps in 
individuals with certain premorbid personality charac- 
teristics (33~35). However, it must be pointed out that 
the patients with endogenous depression still had high- 
er scores than the normal control subjects and that for 
both the patients with endogenous and nonendogenous 
depression the higher the score the poorer the response 
to drug treatment. Whether the Dysfunctional Attitude 
Scale is relevant in distinguishing nonendogenous and 
endogenous depression diagnostically and whether the 
distinction has any utility in terms of treatment out- 
come for either group remain to be established (36). 
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DYSFUNCTIONAL ATTITUDES IN DEPRESSION 


There are two important findings from the present 
study. First, our results give some support for the cog- 
nitive model of depression in that while the depressed 
patients who responded to treatment still had higher 
dysfunctional attitude scores than did control subjects, 
suggesting a possible residual trait effect, the clear sta- 
tistical difference in scores between the responders and 
nonresponders and the difference between the control 
subjects and the responders with some residual pathol- 
ogy suggest that the dysfunctional attitudes are signif- 
icantly dependent on mood. Second, the higher the 
initial score on the Dysfunctional Attitude Scale the 
poorer the response to drug treatment or placebo. This 
suggests that depressed individuals with high degrees 
of cognitive distortion may require other forms of 
treatment to alleviate their depressive symptoms. 
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Clonazepam Treatment of Tardive Dyskinesia: 
A Practical GABAmimetic Strategy 


Gunvant K. Thaker, M.D., James A. Nguyen, M.D., Milton E. Strauss, Ph.D., 
Richard Jacobson, M.D., Bruce A. Kaup, M.D., and Carol A. Tamminga, M.D. 


Because of the efficacy of specific y-aminobutyric 
acid (GABA) agonists in tardive dyskinesia, the au- 
thors tested the benzodiazepine clonazepam in a 12- 
week, double-blind, placebo-controlled, randomized 
crossover trial in 19 chronically ill patients with tar- 
dive dyskinesia who were being treated with neurolep- 
tics. They found a 35% decrease in dyskinesia ratings 
with clonazepam treatment. The six patients with pre- 
dominantly dystonic symptoms showed greater benefit 
than the 13 patients with predominantly choreoathe- 
toid dyskinesias. Tolerance developed to the antidys- 
kinetic effect of clonazepam in the five patients whose 
long-term use of the drug was followed, but a 2-week 
clonazepam-free period recaptured its antidyskinetic 
effect. 

(Am J Psychiatry 1990; 147:445-451) 





here are no highly effective drug treatments for 

tardive dyskinesia (1). Although dopamine-block- 
ing agents are effective in suppressing dyskinetic symp- 
toms (2—4), they can potentially worsen the symptoms 
or prevent the natural regression of tardive dyskinesia 
(5, 6). In recent years, attention in tardive dyskinesia 
therapeutics has focused on ‘y-aminobutyric acid 
(GABA) agonist drugs (7—13; unpublished 1982 paper 
of P, Sevestre et al.). Initially, clinical evaluation of 
these drugs was based on the hypothesis that striato- 
nigral GABAergic pathways provide a negative ‘‘feed- 
back” to the nigral dopaminergic cells, thus reducing 
their activity (14). Now, however, clinical application 
is based on studies that implicate GABAergic neurons 
in the substantia nigra pars reticulata as critical medi- 
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ators of dyskinetic movements (15). These substantia 
nigra pars reticulata GABA-containing neurons project 
to the thalamus, superior colliculus, and reticular 
formation, forming an important inhibitory efferent 
pathway from the basal ganglia. Disruption of these 
GABAergic efferents can produce hyperkinetic invol- 
untary movements in experimental animals (16). On 
the basis of animal studies, a reduction in nigral 
GABA-mediated neuronal transmission has been pos- 
tulated to play a pathophysiological role in tardive 
dyskinesia (17). Treatments with GABAmimetic drugs 
demonstrating an antidyskinetic effect would be con- 
sistent with this hypothesis. 

GABAmimetic treatments vary in their antidyski- 
netic efficacy in tardive dyskinesia. Early studies with 
putative GABAergic drugs (e.g., baclofen and valproic 
acid) (18-21) generally showed little therapeutic 
promise for these compounds in tardive dyskinesia. 
Baclofen was only inconsistently found to have an an- 
tidyskinetic action. Now, however, it is known to act 
selectively on a subpopulation of GABA receptors 
(GABA; sites), which may not be relevant to GABA- 
mediated antidyskinetic action (22). Valproic acid, 
also inactive in tardive dyskinesia, had only weak, if 
any, central GABAmimetic effect at the doses used 
(1400 to 3000 mg/day) in clinical trials reported in 
1976 (23). On the other hand, later treatment trials 
using more specific and potent GABA, agonists were 
encouraging. The first trial using the potent GABA, 
agonist muscimol in tardive dyskinesia (7) reported a 
mean 45% reduction in dyskinetic symptoms in seven 
patients. Following that, positive results were also ob- 
tained with other direct (e.g., progabide) (unpublished 
1982 paper of P. Sevestre et al.) and indirect (e.g., 
y-acetylenic GABA and y-vinyl GABA) (8-12) GABA 
agonist drugs. Less encouraging (17) or negative (24) 
results have been reported with another GABA ago- 
nist, 4,5,6,7-tetrahydroisoxazolo[5,4-c]pyridin-3(2H)- 
one (THIP), which is active only at a subpopulation of 
GABA, receptors (25). Even though several specific 
GABA agonists have been found to have an effective 
antidyskinetic action (7-13, 16; unpublished 1982 pa- 
per of P. Sevestre et al.), clinical side effects have pre- 
cluded their further clinical application. 

Benzodiazepine receptors, with a subpopulation of 
GABA, receptors, form the GABA-benzodiazepine- 
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chloride ion channel complex (26). Benzodiazepines 
act at this site to facilitate GABA-mediated transmis- 
sion, thus acting as indirect GABA, agonists. Benzo- 
diazepines are widely used clinically as anxiolytics and 
are less toxic than other GABAmimetics currently 
available. Based on the efficacy of GABAergic drugs in 
tardive dyskinesia and the GABAmimetic action of ben- 
zodiazepines, we tested the benzodiazepine clonaze- 
pam in patients with tardive dyskinesia. The study was 
done to identify a practical GABAmimetic treatment 
for this dyskinetic disorder. Clonazepam was evalu- 
ated in a double-blind, randomized, placebo-con- 
trolled trial in chronically ill patients who were being 
treated with neuroleptics. 


METHOD 
Subjects 


Patients were recruited from the Motor Disorder 
Clinic at the Maryland Psychiatric Research Center. 
Patients with tardive dyskinesia who were between 18 
and 65 years old and who had no major medical prob- 
lems were offered the clonazepam treatment protocol. 
Twenty-two patients gave their voluntary consent to 
participate in the study after its nature had been ex- 
plained to them. Three of these patients dropped out of 
the study for reasons unrelated to the drug effect (one 
had a psychotic relapse, one withdrew consent to the 
double-blind procedure, and one lacked transporta- 
tion). All dropouts occurred early in the protocol, be- 
fore active clonazepam treatment began. The mean+ 
SD age of the remaining 19 patients was 39.14+10.1 
years. Eighteen of the participants had been receiving 
neuroleptics chronically at a mean chlorpromazine- 
equivalent dose of 129141372 mg/day; one patient 
was neuroleptic free. All the patients receiving neuro- 
leptics were maintained on the same dose for 4 weeks 
before initiation of the clonazepam trial and through- 
out the protocol. 

All of the patients met research diagnostic criteria 
for persistent tardive dyskinesia (27): four patients had 
mild tardive dyskinesia, nine had moderate symptoms, 
and six had severe symptoms. Seventeen also had a 
DSM-III diagnosis of chronic schizophrenia, one of 
schizoaffective disorder, and one of bipolar disorder, 
manic. Five of the 19 participants were treated for 
6—12 months after the initial 12-week study in an open 
design with clonazepam to evaluate the long-term ef- 
fect of benzodiazepine administration on tardive dys- 
kinesia. The mean age of these five patients was 
37.2+7.6 years. All five patients were receiving con- 
current neuroleptic drugs. 


Study Design 


The 19 patients were clinically divided into two 
groups—patients with predominantly dystonic move- 
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TABLE 1. Characteristics of Patients With Primarily Dystonic or 
Choreoathetoid Tardive Dyskinesia Who Were Given Neuroleptics 
Plus Clonazepam 


Patients With 


Patients With Choreo- 
Dystonic athetoid 
Movements Movements 
(N=6) (N=13) 
Characteristic Mean SD Mean SD 
Age (years) 38.23 5.53 40.04 11.82 


Chlorpromazine-equivalent 
neuroleptic dose (mg/ 
day) 1171 «1411 1411 1355 

Clonazepam dose (mg/day) 3.83 0.68 3.65 0.89 

Baseline score on Mary- 
land Psychiatric Re- 
search Center Move- 
ment Disorder Scale 25.8 9.7 


t=4.77, df=17, p<0.001. 


10.3° 4.7 


ments and patients with choreoathetoid tardive dyski- 
nesia. The characteristics of these two groups are de- 
scribed in table 1. Clonazepam was evaluated in these 
patients in a double-blind, placebo-controlled, ran- 
domized crossover trial lasting 12 weeks. An initial 
week of placebo was followed by the first 4-week treat- 
ment period (placebo or clonazepam, randomly as- 
signed) of the crossover followed by 2 weeks of pla- 
cebo and then the second 4-week clonazepam or 
placebo administration period. At the end of these 11 
weeks, placebo was administered for a final week. The 
drug was formulated as 0.5 mg of clonazepam or as an 
identical sucrose placebo capsule. The treating physi- 
cians were blind to the treatment. They initiated the 
4-week treatment period with two capsules a day and 
increased the dose by two capsules every 3—4 days. The 
dose increments were carried out to a maximum of 
nine capsules/day or until the patients developed un- 
wanted side effects. In the presence of any untoward 
effects, the dose (number of capsules) was reduced to 
the maximum tolerated dose. The doses of clonazepam 
in 11 patients were increased to 4-4.5 mg per day of 
clonazepam; six patients received 3 mg/day, and two 
patients received 2 mg/day. 

In five patients clonazepam was continued after the 
double-blind trial in an open long-term treatment de- 
sign. The maximum tolerated dose reached in the first 
trial was used for the open follow-up treatment. The 
patients were followed once every 2—4 weeks; motor 
evaluations and videotaping were performed for up to 
9 months. 


Rating Scale 


The Maryland Psychiatric Research Center Move- 
ment Disorder Scale, a modification of the Smith Scale 
(28), was used by the physician weekly in the 12-week 
study and monthly in the extended administration ob- 
servation to rate parkinsonian and dyskinetic symp- 
toms. The Brief Psychiatric Rating Scale (BPRS) was 
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FIGURE 1. Effect of Clonazepam or Placebo on Tardive Dyskinesia 
Scores of Patients With Primarily Dystonic (N=6) or Choreoathetoid 
(N=13) Movements? 
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*Patients with dystonic movements are identified by open circles; 
patients with choreoathetoid movements are identified by asterisks. 


also rated weekly for each patient (29). Videotapes of 
a standard examination were recorded each week and 
were rated at a later date by two of us (G.K.T. and 
J.A.N.) using the Maryland Psychiatric Research Cen- 
ter Movement Disorder Scale. The scores from these 
videotape ratings were the ones used in the data anal- 
ysis. The videotape ratings provided a sensitive meas- 
ure of change in dyskinesia and also helped maintain 
the study blind for the scorer. 


Neuropsychological Task 


To evaluate possible sedation effect and changes in 
motor efficiency associated with treatment, patients in 
the blind study were administered a continuous reac- 
tion time test. In this task, the patient touched a lighted 
square on a cathode ray tube using a light pen. This 
caused another square to light up, at which time the 
patient was to lift the pen and touch the other square 
as rapidly as possible. This procedure assesses both the 
reaction time (pen lift) and speed of guided movement 
(time to touch the newly lighted square) concurrently. 
There were 100 trials in this task, and patients were 
given a practice session before the initiation of the 
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clonazepam protocol. They were tested at baseline 
during the first week of placebo administration and 
then again at the end of the third week of clonazepam 
(N=8) or placebo (N=5) administration. 


Data Analysis 


The mean dyskinesia scores obtained from video- 
taped ratings carried out by two raters were used in the 
data analysis. The interrater reliability for the video- 
taped ratings between these two raters was 0.88 (intra- 
class correlation coefficient) (30). The dyskinesia score 
during the initial placebo week was taken as a baseline 
tardive dyskinesia score. The mean of ratings during 
the second, third, and fourth treatment weeks were 
counted as the clonazepam or placebo tardive dyski- 
nesia scores. Mean dyskinesia scores during the base- 
line period and during the clonazepam and placebo 
periods in the groups of patients with dystonic or 
choreoathetoid dyskinesias were compared by using a 
mixed-design analysis of variance (ANOVA) with one 
between-subject factor, Group, and one within-subject 
factor, Trials. Post hoc two-tailed t tests with Bonfer- 
roni’s correction were used for individual compari- 
sons. Pooled error terms derived from the ANOVA 
table, with the sum of squares for both group and 
interaction error terms, were used for between-group 
comparisons at each treatment level. The mean square 
error term for the interaction was used for within- 
group comparisons (31). Total BPRS scores and BPRS 
subscale scores were also analyzed by using a mixed 
design ANOVA with one between-subject and one 
within-subject factor. Reaction time measures ob- 
tained from the five patients given placebo at initial 
testing and at retesting and the eight patients given 
placebo at initial testing and clonazepam at retesting 
were analyzed by using ANOVA. Where appropriate, 
post hoc two-tailed t tests with Bonferroni’s correction 
were used for individual comparisons. 


RESULTS 


Clonazepam treatment reduced dyskinesia scores by 
37.1% in the patient group overall, an effect that was 
reversed during placebo administration (see figure 1). 
The antidyskinetic effect was more prominent in pa- 
tients with dystonic (41.5% decrease) than in those 
with choreoathetoid (26.5% decrease) symptoms. 
(The percentage decreases in dyskinesia scores were 
calculated for each individual and then the mean per- 
centages were obtained.) The decrease in scores of the 
latter group was statistically significant, however. The 
ANOVA using dyskinesia scores (table 2) indicated 
significant interaction of the group and repeated meas- 
ure factors after Huynh-Feldt correction (F=17.0, 
df=2, 34, p<0.0003). Multiple post hoc comparisons 
were carried out with the alpha level set at less than 
0.005 for statistical significance. In the dystonic group, 
dyskinesia scores significantly decreased during clon- 
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TABLE 2. Tardive Dyskinesia Scores During Clonazepam and Pla- 
cebo Administration in Patients With Primarily Dystonic or Choreo- 
athetoid Movements? 





Tardive Dyskinesia Score 


Patients With Patients With 


Dystonic Choreoathetoid 
Movements Movements 
(N=6) (N=13) 
Condition Mean SD Mean SD 
Baseline 25.8 9.7 10.3 4.7 
During clonazepam 
administration 15.5 7.4 7.1 2.8 
During placebo 
administration 25.7 9.6 9.9 4.9 





*Results of ANOVA after Huynh-Feldt correction—Group effect: 
F=21.49, df=1, 17, p<0.0002; Treatment effect: F=55.67, df=2, 
34, p<0.0001; Group by Treatment interaction: F=16.99, df=2, 
34, p<0.0003. 


azepam administration compared with baseline (t= 
8.35, df=34) and placebo administration (t=8.27, df= 
34). The tardive dyskinesia remained unchanged from 
baseline during placebo administration. In the choreo- 
athetoid group also, the dyskinesia scores were similar 
during placebo administration and baseline: both were 
significantly different from baseline and placebo ad- 
ministration during clonazepam treatment (t=3.44 
and t=3.94, respectively, df=34). At all study periods 
(baseline, clonazepam administration, and placebo ad- 
ministration) the dystonic group had significantly high- 
er dyskinesia scores than the choreoathetoid group 
(t=5.21, t=2.92, and t=5.31, respectively, df=51). 
Thus, the significant treatment effect of clonazepam 
was evident in both groups, but there was a greater 
effect in the dystonic than the choreoathetoid dyski- 
netic group as indicated by the significant interaction. 
The post hoc t test for mean difference between clon- 
azepam administration and baseline scores among dys- 
tonic (10.3) and choreoathetoid (3.2) groups was 
highly significant (t=4.20, p<0.001). 

The total BPRS scores and the BPRS subscale scores 
of patients during baseline, active drug, and placebo 
administration periods were unchanged. No signifi- 
cant differences associated with group, treatment pe- 
riod, or their interaction were observed (see table 3). 

There was no significant worsening of reaction time 
during clonazepam administration (see table 4). On 
the contrary, a slight but nonsignificant improvement 
in reaction time was noted in patients tested a second 
time while receiving clonazepam (~32 msec), but re- 
action time (+1 msec) did not change for those tested 
both times while receiving placebo. Clonazepam pa- 
tients, however, had a slower movement time (+108 
msec) than the placebo patients (+23 msec) on the 
second testing (see table 4}. The sample size (eight and 
five patients, respectively) for this between-group com- 
parison was too small for effects of this size to be 
significant, however. 

Six patients experienced mild to moderate sedation; 
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TABLE 3. Effect of Clonazepam on BPRS Scores in Patients With 
Primarily Dystonic or Chorecathetoid Tardive Dyskinesia 


Group Score 








Dystonic Choreoathetoid 

Condition and ee aes) ee aa 
BPRS Item Mean SD Mean SD 
Baseline 

Total 26.6 4.0 31.8 10.0 

Psychosis 6.5 2.0 10.1 4.9 

Anxiety 3.4 1.1 4.1 2.0 

Withdrawal 6.3 2.6 7.6 2.6 
During clonazepam 

administration 

Total 26.1 2.4 30.4 9.1 

Psychosis 6.7 2 9.5 5.2 

Anxiety 3.1 1.3 3.1 1.1 

Withdrawal 6.2 2.0 7.8 2.0 
During placebo 

administration 

Total 27.9 2.9 32.5 8.7 

Psychosis 7.5 1.3 10.4 5.8 

Anxiety 3.2 1.1 3:7: 1.4 

Withdrawal 6.3 2.0 7.8 1.5 





TABLE 4. Effect of Clonazepam on Reaction and Movement 
Times in Patients With Tardive Dyskinesia 








Reaction Movement 
Time (msec) Time (msec) 

Patient Group and Condition Mean SD Mean SD 
Patients given placebo at initial 

test and retest (N=5) 

Initial test 232 91 164 80 

Retest 233 64 187 76 
Patients given placebo at initial 

test and clonazepam at 

retest (N=8) 

Initial test 252 181 171 104 

Retest 220 116 279 159 





three complained of ataxia and one of nausea. A drop 
of 15-20 mm Hg in both diastolic and systolic blood 
pressure measured at rest in a sitting position was ob- 
served in one patient. These side effects were effectively 
treated with reduction of the dose of clonazepam or 
placebo. An increase in anxiety in one patient and in 
dyskinetic symptoms in another were noted during the 
first week of placebo administration after clonazepam 
administration. No other side effects were observed 
clinically. Routine laboratory evaluation of blood and 
urine samples uncovered no untoward effects with 
clonazepam treatment. 

In five patients, clonazepam was administered for up 
to 9 months for dyskinetic symptom reduction. These 
five patients were seen in the clinic every 2—4 weeks to 
monitor the long-term effect of clonazepam on tardive 
dyskinesia. The antidyskinetic response just described 
was observed in all five patients. However, the anti- 
dyskinetic actions of the drug disappeared after 5 to 8 
months of continuous clonazepam treatment (see fig- 
ure 2). Clonazepam was gradually withdrawn when 
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FIGURE 2. Tardive Dyskinesia Scores and Clonazepam Doses Dur- 
ing Long-Term Clonazepam Trial in Five Patients With Tardive Dys- 
kinesia® 
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*Repeated measures trend analysis showed significant linear (F= 
7.74, df=1, 4, p<0.05) and quadratic (F=24.03, df=1, 4, p<0.01) 
components, indicating reversal of the initial antidyskinetic effect. 


the tolerance developed to clinically apparent levels. 
This clonazepam withdrawal was carried out over a 
period of 1 to 2 weeks. During the gradual clonazepam 
withdrawal, no significant untoward side effects such 
as increase in anxiety or insomnia were observed. The 
patients were kept clonazepam free for 2 weeks and 
then the benzodiazepine was reinstituted according to 
the same protocol. The clonazepam again had its ro- 
bust therapeutic effect on their tardive dyskinesia. 


COMMENT 


These data demonstrate an antidyskinetic effect of 
clonazepam in patients with tardive dyskinesia. Similar 
results using clonazepam have previously been re- 
ported. Bobruff et al. (32) reported marked improve- 
ment (over 50%) in tardive dyskinesia in six of 10 
patients who received clonazepam at doses ranging 
from 1 to 10 mg/day. Only one out of 11 patients had 
as effective an antidyskinetic effect with the compari- 
son drug, phenobarbital. Other investigators (33-46), 
using either clonazepam or another benzodiazepine 
(see table 5), have reported antidyskinetic actions. In 
reviewing these reports, which were mostly case reports 
or open trials, we learned that 83% of the total 158 
patients who received benzodiazepine drugs showed 
some antidyskinetic response (see table 5). The antidys- 
kinetic effect reported in our study may be less dramatic 
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than reported previously, but this can be explained by the 
fact that we used lower doses of the drug to avoid any 
competing side effects, particularly sedation. The anti- 
dyskinetic effect was observed when the clonazepam 
dose reached 2.0 to 3.5 mg/day. Since high doses were 
not used, information regarding drug dose and the anti- 
dyskinetic response was not obtained. 

Interestingly, the antidyskinetic effects were greater 
in patients with predominantly dystonic movements 
(41.5% decrease) than in those with clinical choreo- 
athetotic symptoms (26.5% decrease). This cannot be 
explained by the primary psychiatric diagnosis, mental 
status changes such as anxiety reduction, or clonaze- 
pam dose. It should be noted that patients with dys- 
tonic symptoms had a much higher mean tardive dys- 
kinesia score at baseline. One patient with severe 
choreoathetoid tardive dyskinesia (total score of 23) 
also showed marked reduction (60.1%) of symptoms 
with clonazepam. The majority of patients with mild 
choreoathetoid symptoms did not show such remark- 
able clinical improvement; however, it is not clear 
whether a higher clonazepam dose would have further 
ameliorated their symptoms. 

Our findings appear to be independent of sedation, 
since the gradual dose increments and the optional 
dose reductions effectively excluded clinical drowsi- 
ness in most patients. Furthermore, eight patients were 
tested for reaction and movement time during baseline 
and drug treatment to evaluate any mild sedation that 
could be missed on clinical examination. No increase in 
reaction time was associated with the clonazepam treat- 
ment. On the contrary, there was a nonsignificant de- 
crease in the reaction time, suggesting that the drug dos- 
ing strategy was successful in avoiding measurable 
sedation. Also, reduction in anxiety as an explanation for 
the antidyskinetic effect is excluded because these pa- 
tients scored low on the BPRS anxiety subscale and the 
drug did not show any significant antianxiety effect. 

Eventually, tolerance developed to the antidyski- 
netic effects of the drug. This was not observed in the 
12-week protocol, but only in the open study where 
five patients who were treated chronically developed 
tolerance within a 3—9 month period (see figure 2). 
However, by introducing a 2-week clonazepam-free 
time period, the antidyskinetic efficacy of the drug was 
easily recaptured. 

Clonazepam has a number of neurobiological ac- 
tions in the mammalian brain. It inhibits the seroto- 
nergic neurotransmitter system and has a potent ago- 
nist action at the benzodiazepine receptor (47, 48). We 
propose, however, that the antidyskinetic effect of this 
drug is due to the indirect GABA agonist actions at the 
benzodiazepine GABA-chloride channel ionophore. 
This conclusion is based on the hypothesis that de- 
creased GABA function in the substantia nigra pars 
reticulata plays a pathophysiological role in tardive 
dyskinesia (17). Gunne et al. (49) showed that mon- 
keys who develop dyskinetic syndromes with chronic 
neuroleptic treatment have reductions in GABA syn- 
thesis activity in the substantia nigra pars reticulata; 
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TABLE 5. Studies of Benzodiazepine Treatments in Tardive Dyskinesia* 








Age 
Authors Year N (years)? Drug and Daily Dose Study Design Comments 
Bobruff et al. 1981 21 51.6 Clonazepam, 1-10 mg Double-blind, phenobar- Both drugs had antidyskinetic 
(32) bital controlled effect; more dramatic effect 
observed with clonazepam 
Chaturvedi 1987 1 42 Piracetam, 100 mg Case study, ABA design me 
(33) 
Cutler (34) 1981 1 52 Clonazepam, 1.5~10 Case report Tolerance developed after 
mg chronic use 
Godwin-Austen 1971 6 75-85 Diazepam, 4 mg Open, placebo-con- Effect of diazepam was same 
et al. (35) trolled, and tetrabena- as that of tetrabenazine; 
zine-controlled both were superior to pla- 
cebo; sedation with both 
active drugs 
Goswami etal. 1985 1 45 Diazepam, 30 mg Case report — 
(36) 
Itil et al. (37) 1974 12 61-86 Clorazepate, 15-45 mg Open Slight to marked effect 
Kruse (38) 1960 2 50 and 55 Methaminodiazepoxide, Case report “Considerable” improvement 
40-75 mg 
Jacobson et al. 1974 2 18 and 50 = Diazepam, 5-20 mg Case report Slight improvement in one 
(39) patient 
Mehta et al. 1985 1 — Alprazolam, 3 mg Case report Moderate improvement 
(40) 
O'Flanagan 1975 42 — Clonazepam, 1-3 mg Open Improvement, but sedation 
(41) was common 
Sedman (42) 1976 18 60.8 Clonazepam, 4 mg Open 11 patients improved (2 mark- 
edly, 9 with slight effect); 
side effects highly prevalent 
Singh (43) 1976 3 28.3 Diazepam, 4—30 mg Case report Marked improvement without 
sedation 
Singh et al. 1982 21 — Diazepam, 5—40 mg Blind 58% decrease in symptoms 
(44) 
Jus et al. (45) 1979 14 45-79 Diazepam, 10 mg i.v. Open Marked response 
Weber et al. 1983 13 57.4 Diazepam, 5-25 mg Blind —_ 
(46) 








*The findings of all of the studies except Weber’s were positive (they found that the benzodiazepine had an antidyskinetic effect); Weber’s 


findings were negative. 
Age, mean age, or age range. 
“Age not given. 


similar changes in the GABA system were not observed 
in similarly treated monkeys who did not develop dys- 
kinesias. Also, reductions in CSF GABA concentra- 
tions specific to tardive dyskinesia have been found in 
otherwise drug-free schizophrenic patients (17). Phar- 
macological restoration of the putative hypofunction 
with a GABA agonist corrects the symptoms (7—13, 
50; unpublished 1982 paper of P. Sevestre et al.). In 
addition, results from our current study further sup- 
port the therapeutic role of GABAergic drugs in tar- 
dive dyskinesia (7-13, 17; unpublished 1982 paper of 
P. Sevestre et al.). Our study also points to the practical 
application of benzodiazepines as putative indirect 
GABA agonists in the treatment of tardive dyskinesia. 

The best therapy for an iatrogenic disorder is ulti- 
mately its prevention. The advisability of using mini- 
mal doses of neuroleptics in clinical practice cannot be 
overlooked. We also hope that an understanding of the 
pathogenesis of tardive dyskinesia will lead to the de- 
velopment of superior antipsychotic drugs with lower 
or no risk of tardive dyskinesia. Use of atypical neu- 
roleptics may allow natural regression of dyskinetic 
symptoms in patients with tardive dyskinesia, and new 
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antipsychotic drugs may avoid the risk of causing this 
motor syndrome altogether. We suggest that drugs like 
clonazepam be used in the treatment of severe and/ 
or dystonic-type tardive dyskinesias until antipsychot- 
ic strategies without a risk of tardive dyskinesia are 
available. 
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Association Between Family History of Affective Disorder 
and the Depressive Syndrome of Alzheimer’s Disease 


Godfrey D. Pearlson, M.D., Christopher A. Ross, M.D., Ph.D., 
W. David Lohr, M.D., Barry W. Rovner, M.D., 
Gary A. Chase, Ph.D., and Marshal F. Folstein, M.D. 


For each of 41 index patients with probable Alzhei- 
mer’s disease and a first episode of major depression 
and 71 nondepressed Alzheimer’s disease patients, two 
first-degree relatives were interviewed by a rater blind 
to presence or absence of depression in the proband. 
The depressed patients had significantly more first- 
and second-degree relatives with depression than did 
control subjects. The lifetime risk for major depres- 
sion, adjusted for differences in age distribution, was 
significantly greater in first-degree relatives of index 
patients, suggesting that depression in Alzheimer’s dis- 
ease is genetically related to primary affective disorder. 
Alzheimer’s disease may be useful for studying aspects 
of depressive pathophysiology. 

(Am J Psychiatry 1990; 147:452-456) 


epressive symptoms accompanying Alzheimer’s 

disease are not uncommon (1-7) and may bea 
significant cause of distress and excess disability for 
Alzheimer’s disease patients (8). Whether these symp- 
toms represent major affective disorder is unclear. It is 
possible that depression is an understandable psycho- 
logical response to the presence of dementia. However, 
when present, the depressive syndrome appears to re- 
spond to the usual somatic treatments for major de- 
pression, suggesting the importance of biologic com- 
ponents in its etiology (9—11). 
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Patients with primary depressive illness frequently 
have family histories of affective disorder (12—14). 
However, to our knowledge, family history of affective 
disorder has not been studied in Alzheimer’s disease 
patients with first-episode depression. We therefore 
conducted a family history study to ascertain whether 
Alzheimer’s disease probands experiencing their first 
episodes of major depression had more relatives with 
affective illness than did nondepressed Alzheimer’s dis- 
ease control subjects. 


METHOD 


We selected index and comparison subjects from 
400 consecutively referred patients who were evalu- 
ated at the Johns Hopkins Department of Psychiatry’s 
Dementia Research Clinic between January 1979 and 
January 1984 for symptoms of cognitive decline begin- 
ning in late life. We examined the charts of all such 
individuals to determine which of them had met crite- 
ria for a DSM-III diagnosis of primary degenerative 
dementia and a diagnosis of probable Alzheimer’s dis- 
ease made according to the criteria of the National 
Institute of Neurological and Communicative Disor- 
ders and Stroke (NINCDS) and the Alzheimer’s Dis- 
ease and Related Disorders Association (ADRDA) 
(15). At the time of assessment each patient was ex- 
amined by an attending psychiatrist and underwent 
physical and neurological examinations and relevant 
blood testing; a detailed history was taken from one or 
more relatives. Patients with other causes of dementia, 
CT scans with focal findings, or Hachinski scores (16) 
higher than 4 were excluded from the study. Each pa- 
tient’s score on the Mini-Mental State Examination 
(17) was recorded at the time of the initial visit. 

We identified 41 patients who were diagnosed by the 
attending psychiatrist at the time of initial evaluation 
or at subsequent follow-up as suffering from a major 
depressive episode. These index patients were inde- 
pendently judged by two of us (G.D.P. and C.A.R.) 
both to have met the criteria for a major depressive 
episode according to a DSM-III checklist and to have 
no prior personal history of affective disorder. Nega- 
tive personal history was initially determined by re- 
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TABLE 1. Numbers and Ages of First- and Second-Degree Relatives of Depressed and Nondepressed Probands With Alzheimer’s Disease 














Alzheimer’s Uncomplicated 
Disease Plus Alzheimer’s 
Depression Disease 
(N=41) (N=71) Analysis 
Characteristic Mean SD Mean SD t (df=110) p 
Number of informants interviewed per case 2.0 1.3 1.9 11 0.30 n.s. 
Number of first-degree relatives 
Total 8.8 4.5 8.0 3.0 1.08 ns. 
Living 4.9 3.8 4.1 2.3 1.30 n.s. 
Number of second-degree relatives 
Total 11.1 9.6 5.3 7.0 3.70 0.001 
Living 7.6 8.2 3.4 5.0 3.34 0.001 
Age of all relatives (years) 52.1 5.5 51.4 15.6 0.21 n.s. 





view of relevant records and by questioning one or 
more informants from the patient’s family and the re- 
ferring physician. In addition, we identified, but ex- 
cluded from study, 18 individuals with previous clear- 
cut episodes of affective disorder (all major depression) 
that predated the onset of the dementia syndrome by 
many years. 

We selected a comparison group of 71 individuals 
who had been evaluated during the same time period 
as the index patients, had met the NINCDS/ADRDA 
criteria for a diagnosis of probable Alzheimer’s dis- 
ease, and were found to be free of any noncognitive 
psychiatric symptoms (depression, hallucinations, or 
delusions) at ascertainment and at all subsequent clinic 
follow-up visits. The index and comparison subjects 
were followed for a mean of 30 months after initial 
evaluation. 

Of the 41 patients with depression, 29 (71%) were 
later treated with tricyclic antidepressants; the other 
patients received a variety of therapies, including ECT 
and neuroleptics. Subsequently, 23 patients have died 
(seven were index patients). The diagnosis of Alzhei- 
mer’s disease was confirmed neuropathologically in 22 
cases, and the other patient was found to have abnor- 
malities due to both Alzheimer’s disease and multiple 
infarcts. 

A single trained rater, blind to the presence or ab- 
sence of depression in the proband, attempted to in- 
terview at least two family members per proband by 
telephone. This was accomplished in 85% of the cases. 
Diagnoses of depression, suicide, and bipolar disorder 
in first- and second-degree relatives were made accord- 
ing to the Family History Research Diagnostic Criteria 
(FH-RDC) (18). In these interviews, the absence of 
previous episodes of affective disorder in the index pa- 
tients was confirmed. Diagnoses of probable late-life 
primary degenerative dementia in the relatives were 
made by using a checklist that combined the FH-RDC 
with the DSM-III-R criteria for primary degenerative 
dementia. 

In the seven cases where family members gave con- 
flicting information, we contacted further relatives, 
and an attending psychiatrist blind to the presence or 
absence of depression in the proband was called on to 
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make the final judgment. Completed suicides and cases 
of bipolar illness were also tabulated separately. 

Significance levels were set at p<0.05, continuous 
variables were analyzed with Student’s two-tailed t 
test, and discontinuous variables were analyzed with 
the chi-square test (with Yates’ correction where 
needed), 


RESULTS 


The index (depressed) and comparison probands 
were not significantly different in age at onset of de- 
mentia (meantSD=68.5+8.3 versus 69.3+8.5 years), 
age at initial clinic evaluation for Alzheimer’s disease 
(72.3+7.6 versus 73.1+8.1 years), percentage of fe- 
male patients (70.7% versus 67.6%), or Mini-Mental 
State score at initial evaluation (16.7+7.3 versus 
16.0+6.8). 

For the index group, the time (mean+SD) from the 
first symptoms of cognitive decline (as noted by their 
families) to the onset of clinically documented depres- 
sion was 17.9+19.3 months; depression occurred 
within 12 months of cognitive decline in 48% of the 
cases. 

The number of informants interviewed per case, 
numbers of currently living and total first- and second- 
degree relatives, and age of these relatives are dis- 
played in table 1. There was no significant difference 
between groups in the number of informants inter- 
viewed per case, total number of first-degree relatives, 
or number of first-degree relatives currently living. 
Both the total number of second-degree relatives and 
the number of them currently alive was significantly 
higher for the index patients. The relatives’ mean ages 
were not significantly different. 

As shown in table 2, a positive family history of 
dementia occurring in late life was present in approx- 
imately half of both the index and comparison fami- 
lies, and there were no between-group differences in 
percentages of affected first-degree, second-degree, or 
total relatives. 

In contrast, a positive family history of major de- 
pression was present in significantly more families of 
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TABLE 2. Dementia, Depression, and Suicide in First- and Second-Degree Relatives of Depressed and Nondepressed Probands With 


Alzheimer's Disease 





Alzheimer’s Disease 
Plus Depression 





Probands 
aN Number of 

History and Group ON % Relatives 
Late-life dementia 

Any relative 19 46.3 49 

First-degree relatives 18 43.9 33 

Second-degree relatives 7 17.1 16 
Depression* 

Any relative 23 56.1 30 

First-degree relatives 19 46.3 22 

Second-degree relatives 7 17.1 8 
Completed suicide 

Any relative 9 22.0 11 

First-degree relatives 9 22.0 9 

Second-degree relatives 3 7.3 3 











Uncomplicated 
Alzheimer’s Disease 
Probands 
(N=71) Number of Analysis 

N % Relatives x? (df=1) p 
42 59.2 96 1.21 n.s. 
37 52.1 57 0.70 ns. 
20 28.2 39 1.75 ns. 
10 14.1 19 17.91 <0.001 

8 11.3 13 17.61 <0.001 

3 4.2 6 5.27 <0.05 

0 0.0 -0 14.11? <0.001 

0 0.0 0 14.90?” <0.001 

0 0.0 0 2.99" n.s. 





„Cases of suicide contribute to statistics on depression. 
With Yates’ correction. 


TABLE 3. Ages at Onset of Dementia and Depression in First- and Second-Degree Relatives of Depressed and Nondepressed Probands 


With Alzheimer's Disease 





Relatives’ Age at Onset (years) 





Alzheimer’s Disease 
Plus Depression 





History and Group Mean SD 
Late-life dementia 
All relatives 73.8 6.6 
First-degree relatives- 73.3 7 
Second-degree relatives 76.3 6.2 
Depression 
All relatives 43.1 14.6 
First-degree relatives 42.4 13.2 
Second-degree relatives 38.6 16.4 





Alzheimer’s disease patients with depression than in 
the families of the nondepressed probands. Positive 
family histories of major depression or suicide were 
found in more than 50% of the index patients. Both 
the first- and second-degree relatives of the depressed 
probands had higher rates of depression, excluding 
suicide, than the relatives of the control probands. Sep- 
arate analysis of completed suicides revealed a similar 
and significant association with depression in the 
proband. 

As shown in table 3, there was no significant differ- 
ence in the age at onset of either dementia or depres- 
sion between the relatives of the index and comparison 
groups, either between the total groups or between just 
the first- or second-degree relatives. 

Using a modified life-table method (19), we com- 
pared the lifetime risks for major depression in the 
first-degree relatives of the two groups, estimated by 
means of the Kaplan-Meier statistic adjusted for dif- 
ferences in age distribution. The lifetime risk was 
higher in the first-degree relatives of the index patients 
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Uncomplicated 





Alzheimer’s Disease Analysis 

Mean SD t df p 
75.8 7.6 1.00 143 n.s. 
75.8 7.2 1.30 88 n.s. 
75.2 8.5 1.30 53 n.s. 
42.3 14.4 0.15 47 ns. 
42.5 12.9 0.14 33 ns. 
34.6 10.4 0.37 12 ns. 





than in the first-degree relatives of the comparison pa- 
tients (17.1% versus 7.7%). This difference was statis- 
tically significant (y7=4.5, df=1, p<0.05, generalized 
Savage test). 


DISCUSSION 


The major finding of the current study was the as- 
sociation between major depression occurring for the 
first time in patients with Alzheimer’s disease and a 
high risk of affective disorder in their relatives. Almost 
half of 41 Alzheimer’s disease patients with depression 
had at least one first-degree relative with major depres- 
sion, compared with only 11% of nondepressed Alz- 
heimer’s disease patients. The lifetime risk for depres- 
sion in the first-degree relatives of the index patients 
was over two times as high as in the comparison 
group, which in turn had a rate comparable to that of 
the general population (12-14, 20). The contrast be- 
tween the proportion of probands with affected first- 
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degree relatives (46%) and their lifetime risk estimate 
(17%) stems from the counting procedure. If, for ex- 
ample, a proband had six first-degree relatives and 
only one of them was affected, it would count as a 
positive finding in determining the number of pro- 
bands with affected relatives, but in estimating lifetime 
risk the fraction affected would be taken into account. 

This finding was not an artifact due to inclusion of 
patients with preexisting affective disorder, since such 
patients (who would be expected to have family histo- 
ries of depression) were excluded from the study. 
Other factors that might influence the presence of de- 
pression, such as gender, age at onset of dementia, 
age, or Mini-Mental State score at initial evaluation 
for dementia, were not different in the index and com- 
parison groups. There was a difference between the 
groups in total number of second-degree relatives, but 
we do not believe this affected our finding. The lifetime 
risk for depression was clearly higher in the first-degree 
relatives of the index patients, and the number of these 
relatives did not differ between groups. 

The prevalence of major depression in the first- and 
second-degree relatives of our index patients is similar 
to expected prevalences in relatives of nondemented 
probands with major depressive diagnoses (12-14). 
Despite the exclusion of 18 Alzheimer’s disease pa- 
tients with preexisting major depression, there were 
still high numbers of both first- and second-degree rel- 
atives with major depression in the index group. This 
enabled us to address specifically the issue of depres- 
sion first manifesting itself after the onset of Alzhei- 
mer’s disease. The percentages of relatives with late- 
life dementia in both the index and comparison groups 
were consistent with previous estimates (21—23). 

Our diagnoses of major depression were made by 
using a DSM-III checklist. More recently, specific 
scales for assessment of depressed mood in demented 
patients have been published (24, 25). The use of such 
scales would have been important had our patients 
been more severely cognitively impaired. A subsample 
of index and comparison patients was independently 
examined in another recent study (8). In that study (in 
which the diagnosis of depression was based on con- 
current examination with a standardized psychiatric 
rating instrument), the diagnoses were in close agree- 
ment: seven of eight index patients were diagnosed as 
suffering from major depression, and all of 26 com- 
parison patients were judged not to be depressed. 
The one index patient not diagnosed as depressed 
had met the criteria for depression according to chart 
review but was no longer depressed at the time of 
re-examination. 

The relatively high prevalence of major depression 
detected in our Alzheimer’s disease patients (41 of 400 
initial referrals, after patients with prior major depres- 
sion were eliminated) likely reflects a bias toward re- 
ferral to a psychiatry-based dementia clinic. If the 18 
excluded patients are added to the sample of 41, the 
total prevalence would be approximately 15%, similar 
to the 17% obtained by Rovner et al. (8), whose pa- 
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tient sample partially overlapped ours. In two previous 
studies on major depressive disorder in Alzheimer’s 
disease that used the DSM-III criteria (26, 27) the 
prevalence rates were 19% and 0%, respectively. In 
general, the rate we report is in agreement with those 
from previous similar studies, which have been sum- 
marized by Wragg and Jeste (7). 

Dementia and affective disorder can coexist in two 
separate circumstances (6, 28-30). First, depression 
can occur in the context of a dementing illness, such as 
Alzheimer’s disease; Reifler (6) termed this a “type 2” 
mixed cognitive-affective disturbance, and Feinberg 
and Goodman (28) described it as a “dementia with 
secondary depression.” Second, reversible cognitive 
impairment may occur in the context of major affective 
disorder (“dementia syndrome of depression” or 
“pseudodementia”) (31-38). We feel confident that 
our depressed patients did not have this latter syn- 
drome, since the onset of their dementia preceded that 
of their affective symptoms and their Mini-Mental 
State scores were still abnormal after standard treat- 
ment of the depression, which was successful in more 
than 80% of the cases. Their dementia continued to 
progress as they were followed within the dementia 
clinic (their Mini-Mental State scores fell by a mean of 
3.7 points per 12 months). Finally, the diagnosis of 
Alzheimer’s disease was pathologically confirmed in a 
subset of cases. 

The neuropathologic basis of secondary depression 
in Alzheimer’s disease is unknown. Cognitive symp- 
toms in Alzheimer’s disease are closely associated with 
deficits in the cholinergic system (39). Cholinergic 
mechanisms may also play a role in affective disorders 
(40). As it evolves, Alzheimer’s disease also affects 
noncholinergic neurotransmitter systems in the brain- 
stem, including locus coeruleus noradrenergic and ra- 
phe serotonergic systems (41-45). It is possible that 
monoamine systems are involved in the genesis of non- 
cognitive symptoms (46, 47). 

Our results suggest that depression in Alzheimer’s 
disease is related by family history to the depression of 
primary affective disorder. Alzheimer’s disease as it 
evolves may interact with an existing genetic vulnera- 
bility to affective disorder, which is not expressed until 
the degenerative changes of Alzheimer’s disease un- 
fold. This may make Alzheimer’s disease a useful mod- 
el system for studying aspects of depression. 
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= Relapse Following Discontinuation of Lithium 
Maintenance Therapy in Adolescents With Bipolar I Illness: 
A Naturalistic Study 


Michael Strober, Ph.D., Wendy Morrell, M.S.W., 
Carlyn Lampert, M.S.W., and Jane Burroughs, M.S.W. 


The authors conducted an 18-month naturalistic 
prospective follow-up study of 37 adolescents whose 
bipolar I illness had been stabilized with lithium car- 
bonate during inpatient hospitalization. Thirteen of 
the patients discontinued prophylactic lithium therapy 
shortly after discharge. The relapse rate of bipolar ill- 
ness in these 13 patients was nearly three times higher 
than the rate in patients who continued lithium pro- 
phylaxis without interruption. Early relapse among 
lithium-treated patients was associated with a greater 
risk of relapsing again. The authors discuss the theo- 
retical and clinical implications of these findings. 

(Am J Psychiatry 1990; 147:457-461) 





Ithough bipolar illness is often thought of as an 

adult condition, some 15% to 30% of those af- 
fected experience their first manic or depressive epi- 
sode before age 20 (1, 2). Adolescent bipolar patients 
are generally assumed to require preventive lithium 
therapy following remission of acute symptoms, but 
controlled studies are lacking and descriptive accounts 
of the course of prophylactic lithium treatment in this 
age group are sparse (3). 

In the present study a naturalistic design was used to 
examine the frequency of manic and depressive re- 
lapses in a well-characterized sample of adolescent pa- 
tients with bipolar I illness during the 18 months fol- 
lowing their stabilization with lithium carbonate. 
Failure rates of patients who were noncompliant with 
recommended maintenance therapy and patients who 
continued to take the drug were compared throughout 
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the follow-up period to assess the potential efficacy of 
lithium prophylaxis in this age group. 


METHOD 
Subjects 


The sample consisted of 16 girls and 21 boys, 13 to 
17 years of age (mean age=15.1 years), who met 
strictly applied DSM-III criteria for a manic episode 
and Research Diagnostic Criteria (RDC) (4) for bipo- 
lar disorder with mania (bipolar I disorder) and who 
had no concurrent or preceding mood-incongruent 
psychotic features. All patients were selected from con- 
secutive admissions to the adolescent service of the 
University of California, Los Angeles, Neuropsychiat- 
ric Institute. Diagnoses represent the consensus judg- 
ment of two highly experienced clinicians and were 
based on structured interviews using the Schedule for 
Affective Disorders and Schizophrenia (5), observation 
of hospital course, and information obtained from par- 
ents on the onset and chronology of the patient’s dis- 
turbance. In addition, the family psychiatric history 
was obtained from parents by using the Schedule for 
Affective Disorders and Schizophrenia—Lifetime Ver- 
sion (6) and the Family History Research Diagnostic 
Criteria (7) and blindly diagnosed by using a best-es- 
timate procedure described elsewhere (8). To be in- 
cluded in the study patients also had to meet the fol- 
lowing additional criteria: no more than 3 months of 
sustained treatment with lithium, carbamazepine, or 
other antimanic agents before the index hospitaliza- 
tion; a Raskin Severity of Mania Scale (9) score of 7 or 
more; a nursing global rating of manic severity on the 
15-point Bunney-Hamburg Scale (10) of 8 or more 
(moderate); good physical health, normal clinical lab- 
oratory values, and no history of neurological deficit 
or abnormality; and WISC-R IQ of 80 or more. Of the 
37 patients, 16 had had episodes of depression or ma- 
nia fitting RDC before the index hospitalization. No 
patient met conventional criteria for rapid cycling 
(four or more episodes per calendar year). 
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Acute Phase 


Treatment with lithium carbonate began during the 
first week of hospitalization following completion of 
the patient’s initial diagnostic workup. Dose increases 
were titrated according to side effects and clinical re- 
sponse to achieve plasma levels in the recommended 
therapeutic range. Neuroleptic drugs were used ad- 
junctively for agitation or psychosis in 16 patients, and 
lithium was augmented with carbamazepine during the 
acute phase in four patients. Adjustments of lithium 
serum levels immediately following stabilization of the 
index episode yielded values ranging from 0.7 to 1.4 
mEgq/liter. During the acute phase all patients were as- 
sessed weekly with the Manic State Rating Scale (11), 
the Hamilton Rating Scale for Depression (12), and the 
Clinical Global Impression scale (CGI) (13). Patients 
were considered stable if they met the following a pri- 
ori criteria for a minimum of 4 weeks: Raskin Severity 
of Mania Scale score of 5 or less, Hamilton depression 
scale score of 7 or less, a 50% or greater reduction in 
Manic State Rating Scale and Bunney-Hamburg Scale 
scores, and a minimum CGI rating of much improved. 


Follow-Up Procedures 


All patients were treated in the hospital until they 
met criteria for stabilization. Thereafter, they received 
outpatient care, with the recommendation that main- 
tenance lithium therapy be continued without inter- 
ruption through adolescence. Despite the lack of cur- 
rent guidelines regarding maintenance therapy in 
juveniles, this is standard practice at our center even 
for patients who have had their first episode of illness. 
We base this policy on current knowledge of recur- 
rence risks in bipolar illness and the potentially debil- 
itating effects of recurrences during the adolescent 
years. Before the patient’s discharge, each family re- 
ceived extensive education concerning the nature of 
bipolar illness and the role of lithium and other phar- 
macological agents in its management. The treating 
physicians, all of whom were known to us, were aware 
that their patients’ status would be monitored prospec- 
tively over the course of 18 months and pledged coop- 
eration with the study. Lithium serum levels were 
monitored every 4 to 6 weeks, and additional checks 
were conducted if there was evidence of exacerbation 
of symptoms or when noncompliance was suspected. 
All patients received adjunctive individual and family 
therapy, although the frequency, duration, and inten- 
sity of these therapies varied widely. Decisions regard- 
ing the type and frequency of psychosocial interven- 
tions were made entirely by the treating outpatient 
physician. 

Patients were assessed at each visit by their physician 
using the Hamilton depression scale, the Manic State 
Rating Scale, and a manic-depression diagnostic symp- 
tom checklist, supplemented with information on the 
patient’s clinical status and medication compliance 
supplied by parents and other informants. These 
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assessments were reviewed with a member of the 
research team once a month. In addition, patients 
were seen by research staff within several days of on- 
set of symptom exacerbations. For this study, relapse 
was defined as symptom exacerbations meeting RDC 
for major depressive disorder or manic disorder; in 
all but one instance relapse resulted in the patient’s 
rehospitalization. 

Twenty-four (64.9%) of the 37 patients continued 
their maintenance lithium therapy without interrup- 
tion throughout the 18-month follow-up period; they 
are referred to here as completers. Eighteen completers 
received lithium alone; three received low doses of a 
neuroleptic drug in combination with lithium during 
the entire 18 months; two received supplemental neu- - 
roleptic drugs only during the first 6 months of follow- 
up; and one patient received carbamazepine in combi- 
nation with lithium for the duration of follow-up. The 
mean+SD lithium serum level in these 24 patients dur- 
ing the 18 months was 0.79 mEq/liter (range=0.6—1.2 
mEq/liter). 

Thirteen (35.1%) of the patients discontinued their 
lithium against medical advice at some point during 
follow-up while they were still asymptomatic; they are 
referred to here as noncompleters. At the time of dis- 
continuation these 13 patients had been taking lithium 
for a mean of 3.92 months (range=less than 1 month 
to 12 months); 11 of the 13 received less than 6 
months of maintenance therapy before discontinua- 
tion, and eight of the 13 discontinued their lithium less 
than 3 months after discharge. A patient was consid- 
ered to have discontinued medication if his or her se- 
rum lithium level dropped below 0.6 mEd/liter for 
more than 3 consecutive months. Patients who discon- 
tinued their medication on subsyndromal exacerbation 
of symptoms and who subsequently developed full 
RDC for mania or depression were considered to have 
failed on lithium (i.e., as completers). 

Completers and noncompleters did not differ signif- 
icantly on any baseline clinical measure and were com- 
parable in regard to age, sex ratio, duration of index 
episode, time to stabilization, number of previous ep- 
isodes, proportion with positive family history of bi- 
polar illness, IQ, marital status of parents, and social 
class. Only the first relapse was considered in the sta- 
tistical analysis comparing outcome differences be- 
tween the two groups. 


RESULTS 


Twenty-one (56.8%) of the 37 patients relapsed at 
some point during follow-up. However, the relapse 
rate among noncompleters was nearly three times 
higher than for completers: 12 (92.3%) of the 13 non- 
completers relapsed, compared with nine (37.5%) of 
the 24 completers, a highly significant difference (p= 
0.001, Fisher exact test). Table 1 summarizes a life 
table analysis (14) of the cumulative probabilities of 
relapse at 3-month intervals for each group. It can be 
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TABLE 1. Cumulative Probabilities of Relapse Over Time Among 
Adolescents Who Did or Who Did Not Continue Maintenance Lith- 
ium Therapy for 18 Months After Stabilization of Bipolar | Iliness 





Probability of Relapse* 





Time Interval Completers Noncompleters 
(months) (N=24) (N=13) 

0-3 0.04 0.15 

4-6 0.13 0.62 

7-9 0.22 0.62 
10-12 0.34 0,85 
13-15 0.38 0.92 
16—18 0.38 0.92 


Completers significantly different from noncompleters (Mantel- 
Cox x?=10.96, df=1, p<0.001). 


seen that relapses in each group clustered in the first 12 
months of follow-up; however, differences between the 
two groups were strikingly clear by 6 months, and an 
overall comparison of the two survival distributions 
was highly significant (table 1). 

The 14 completers who were asymptomatic before 
the index episode were just as likely to relapse during 
follow-up as were the 10 completers who had had pre- 
vious episodes: five (36%) versus four (40%) patients 
in each group, respectively, had relapses. However, re- 
lapses in both groups of completers were less common 
than they were in the six noncompleters who had and 
the seven noncompleters who had not had previous 
episodes (p<0.05 for each pairwise comparison, Fisher 
exact test). Moreover, as a group, the 10 completers 
who had had previous episodes had a statistically sig- 
nificant decline in the meant+SD number of episodes 
during follow-up: before lithium they had 1.70+0.78 
episodes and during lithium maintenance they had 
0.8+1.00 episodes (paired t=3.21, df=9, p<0.02). 

As a group, the 24 completers experienced a total of 
14 relapses during the 18-month follow-up. Seven 
(50%) of the relapses were manic, four (29%) were 
depressive, and three (21%) were mixed. Six (25%) of 
the completers had manic relapses, three (12.5%) had 
depressive relapses, and three (12.5%) had mixed-state 
relapses. On the basis of simple univariate compari- 
sons, the patients who did or did not relapse were not 
found to differ in age, sex, number of episodes before 
index hospitalization, or family history of bipolar ill- 
ness. Among the completers alone, no significant dif- 
ferences were found between those who relapsed and 
those who remained well in regard to age, sex, number 
of previous episodes, mean lithium serum levels during 
follow-up, or proportion receiving medications other 
than lithium. 


DISCUSSION 


To our knowledge, this is the first study to assess 
prospectively the early course of maintenance lithium 
therapy in adolescents with bipolar illness using 
strictly defined diagnostic criteria and generally ac- 
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cepted measures of symptom morbidity and treatment 
response. In spite of the considerable care paid to ed- 
ucating the families of these children regarding the 
management of bipolar illness and the known efficacy 
of lithium in preventing future recurrences, noncom- 
pliance with prophylactic treatment still occurred in 
nearly one-third of the sample, a rate similar to those 
reported in adult bipolar patients (15). The outcome 
for the adolescents who did not continue to take lith- 
ium was decidedly unfavorable: 92% had a relapsing 
course of illness, compared with 38% of the adoles- 
cents who continued to take the drug. Lithium also 
appeared to benefit completers who had had episodes 
before the index hospitalization by reducing their af- 


- fective morbidity during the follow-up period, a find- 


ing of practical importance when set against data that 
suggest a positive correlation between frequency of 
previous episodes and greater risk of relapse among 
patients not treated with prophylactic lithium (16). 

The relapse rates among the completers and non- 
completers in this sample are broadly similar to those 
reported for drug- and placebo-treated patients in 
adult studies of lithium prophylaxis—roughly 35% 
and 85%, respectively (17, 18). Likewise, our findings 
are in line with numerous other reports in the adult 
literature of frequent and in many cases rapid reoccur- 
rence of illness on discontinuation of lithium therapy 
(19-24), although the degree of benefit derived from 
long-term maintenance lithium under ordinary clinical 
conditions has been questioned (25). 

As in previous investigations of lithium prophylaxis 
(17, 18), relapses in this sample clustered in the first 
year of follow-up. Although the small size of the sam- 
ple precluded use of more powerful multivariate anal- 
ysis of predictor variables, two trends emerged that 
bear mention. First, in three studies of adult bipolar 
patients (26-28), response to lithium in the initial 6 to 
12 months of maintenance therapy proved to be a sig- 
nificant predictor of longer-term outcome. This ap- 
pears to have been the case in our sample as well. 
Specifically, of the five completers who relapsed in the 
first 9 months of follow-up, four (80%) had one or 
more subsequent relapses between 10 and 18 months; 
in contrast, of the 19 completers who remained well 
during the first 9 months of follow-up, only four 
(21%) relapsed thereafter, a statistically significant dif- 
ference (p=0.027, Fisher exact test). We did not find, 
as others (26) have, that treatment failure was more 
likely in patients who had had affective episodes before 
initiation of lithium prophylaxis; however, detection 
of such an association may require study of a larger 
sample with greater variability in duration of illness. 
Second, at least five studies (26, 27, 29-31) have dem- 
onstrated an association between family history of bi- 
polar illness and more favorable response to lithium 
prophylaxis, although two studies (28, 32) found no 
such link. In the present sample, four (29%) of the 14 
completers who had family histories of bipolar illness 
had relapses, compared with five (50%) of the 10 com- 
pleters without positive family histories. The difference 
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is nonsignificant, but the trend is worthy of further 
study in larger samples. 

Several limitations of the study deserve comment. 
Given that the sample size was relatively small, and 
even though completers and noncompleters did not 
differ on baseline clinical measures, the possibility that 
noncompleters as a group were biased toward greater 
chronicity or lithium refractoriness cannot be dis- 
counted. Still, not all variables that might conceivably 
influence relapse or survival were defined or controlled 
for. For example, we did not undertake any formal 
assessment of personality disturbance in these patients, 
nor did we measure in any objective fashion qualities 
of the intrafamilial environment (e.g., hostile or critical 
attitudes toward the patient), both of which have been 
shown to predict a less favorable response to lithium 
prophylaxis in adult bipolar patients (27, 33). Indeed, 
it was our clinical impression that there were generally 
higher levels of ambient stress and interpersonal dis- 
cord in the families of noncompleters, but whether 
noncompleters were any more likely than completers 
to be targets of excessive criticism or hostile remarks is 
less clear. Moreover, such discord was not uniformly 
present in families of noncompleters, whereas relation- 
ships in some completer families were highly tempes- 
tuous. As to the question of personality disturbances, 
noncompleters did not differ from completers in the 
proportion receiving DSM-III axis II diagnoses; how- 
ever, neither psychometric nor interview-based assess- 
ments of personality were available. 

Second, we acknowledge that the 4-week criterion 
for stabilization during the acute treatment phase may 
have been too brief to rule out the possibility that at 
least some relapses early in the follow-up were exac- 
erbations of partially treated index episodes rather 
than new episodes of illness. 

Third, although every effort was made to monitor 
compliance and to date the time of lithium withdrawal 
in noncompleters, these determinations cannot always 
be made with complete certainty or precision in a nat- 
uralistic study. It is possible, therefore, that some re- 
lapses in the sample were actually the cause rather than 
the consequence of lithium discontinuation, since it is 
not uncommon for patients to halt their medication 
abruptly when they experience a recurrence of prodro- 
mal symptoms that ultimately progress in intensity to 
full-blown episodes. Such pitfalls underline the obvi- 
ous importance of attempting replication of the 
present findings under rigorously controlled double- 
blind conditions. 

A final question concerns the generalizability of 
these findings across the broader clinical spectrum of 
bipolar states in adolescents. Of particular theoretical 
importance in this regard is the contention that bipolar 
illness in adolescence may be associated with a rela- 
tively high incidence of psychoticism, comorbidity, 
and superimposed neuropsychiatric complications, 
factors that lead simultaneously to more variable and, 
possibly, atypical expression of symptoms and greater 
resistance to lithium treatment (34, 35). In line with 
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this speculation, Himmelhoch and Garfinkel (34) have 
remarked on the unusually high proportion of adoles- 
cents among the lithium-resistant bipolar patients they 
have studied. The majority of these young patients pre- 
sented with mixed states and concomitant neuropsy- 
chiatric abnormalities of some sort. Three studies lend 
further support to the idea that juvenile onset of bipo- 
lar illness may, in some patients, represent a particu- 
larly virulent genetic and clinical subtype. One, a re- 
cent report from our group on a large cohort of 
adolescent manic patients (8), found significant asso- 
ciations between density of familial aggregation of bi- 
polar illness, prepubertal history of aggressive hyper- 
activity, and refractoriness to acute lithium therapy. 
The other two (36, 37) have linked earlier age at onset 
in bipolar patients to greater familial loading. If juve- 
nile onset delimits a unique genetic and clinical sub- 
type of bipolar illness, the differential efficacy (38) of 
alternative antimanic compounds in adolescent bipolar 
patients who fail to respond adequately to preventive 
lithium therapy remains an issue of obvious critical 
importance for future therapeutic trials. 
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Plasma Concentrations of Melatonin in Panic Disorder 


Iain M. McIntyre, Ph.D., Fiona K. Judd, M.D., Graham D. Burrows, M.D., 
Stuart M. Armstrong, Ph.D., and Trevor R. Norman, Ph.D. 


Nocturnal plasma melatonin concentrations were 
measured in seven patients with panic disorder and 
eight healthy control subjects. The five patients who 
had never received psychotropic medication had sig- 
nificantly greater melatonin concentrations from 4:00 
a.m. to 7:00 a.m. than the control subjects. In addition 
it is possible that a phase delay occurred in these un- 
medicated patients. The findings are discussed in terms 
of previous studies showing increased melatonin in 
manic patients and the effect of intense stress on me- 
latonin synthesis. The two patients who had been med- 
ication free for only 1 week showed a decreased me- 
latonin rhythm, which is consistent with previous 
findings in medicated patients. 

(Am J Psychiatry 1990; 147:462—464) 





I n healthy individuals the pineal gland hormone mel- 
atonin exhibits a clearly described circadian rhy- 
thm, with low plasma concentrations during daylight 
hours and peak levels at about 2:00 a.m. (1, 2). In 
patients with affective disorders, there have been indi- 
cations of circadian as well as seasonal variation in 
illness, which may be reflected in melatonin produc- 
tion (3). There are also reports that the amplitude of 
the nocturnal melatonin peak may be impaired in some 
„disorders. Early investigations that described signifi- 
cantly lowered nighttime melatonin levels in depressed 
patients (4-6) have been supported by more recent 
studies (7—9). Furthermore, Lewy et al. (10) reported 
higher plasma melatonin concentrations in patients 
with bipolar affective disorder during the manic phase 
than during the depressed phase. The melatonin con- 
centrations in the manic phase were also higher than 
those measured in normal control subjects. 
Similarities between the biochemical findings in pa- 
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tients with depressive illness and in patients who expe- 
rience panic attacks (11) first prompted our investiga- 
tions into the nocturnal concentrations of melatonin in 
patients with panic disorder (12, 13). In these two pre- 
liminary studies, we found melatonin plasma concen- 
trations to be significantly lower in panic patients than 
in healthy control subjects. It appeared that, similar to 
patients with depression, these patients with panic dis- 
order had lower nocturnal melatonin production. 
However, in both investigations we evaluated melato- 
nin levels up to midnight, and early-morning samples 
were not collected. As a consequence, the major period 
of nocturnal melatonin production was not studied. 
Also, most of the patients were receiving antidepres- 
sant and benzodiazepine medications. We have subse- 
quently found that benzodiazepines suppress human 
nocturnal melatonin (14). Thus, the present investiga- 
tion was undertaken to further examine the circadian 
profile of melatonin in a drug-free sample of patients 
with panic disorder. 


METHOD 


Seven patients (five male, two female; mean+SD 
age=31.3+11.4 years), who met the DSM-III-R crite- 
ria for panic disorder with or without phobic avoid- 
ance, and eight healthy control subjects (four male, 
four female; age=25.1+2.0 years), who had no his- 
tory of psychiatric disorders, were studied. All of the 
patients were participating in an outpatient treatment 
program. Persons with cardiac, renal, hepatic, pulmo- 
nary, collagen, or endocrine disease were excluded 
from the study, as were those with psychiatric diag- 
noses other than panic disorder. All of the patients 
were drug free at the time of investigation. Five had 
never received psychotropic medication, and two had 
undergone withdrawal from alprazolam and had been 
drug free for 7 days before the study. All experi- 
enced moderate to severe anxiety (mean+SD score on 
the Hamilton Rating Scale for Anxiety was 17.642.5) 
and panic attacks (meant$D=7.0+6.4 per week). 
None was significantly depressed at the time of study 
(score less than 8 on the Hamilton Rating Scale for 
Depression). 

Blood samples were collected hourly from 10:00 
p.m. to 8:00 a.m. by means of an indwelling needle 
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FIGURE 1. Nocturnal Plasma Melatonin Concentrations in Patients 
With Panic Disorder and in Control Subjects 


@ CONTROL SUBJECTS 
{4 PANIC PATIENTS NEVER RECEIVED PSYCHOTROPIC DRUGS {N = 5) 
‘© PANIC PATIENTS DRUG FREE FOR ONLY SEVEN DAYS (N = 2) 


MELATONIN (pg/ml) 





10:00 12 2:00 4:00 ~ 6:00 8:00 
p.m. Midnight am. 
TIME 


placed in a forearm vein. The vein was maintained by 
using a heparin-lock system. Each patient and control 
subject came to the hospital on the night of investiga- 
tion and was placed in a room with a background light 
intensity less than 10 lux from 9:00 p.m. to 8:00 a.m. 
the following day. Subjects were permitted to watch 
television, talk, or sleep, as desired. Blood was centri- 
fuged within 1 hour of collection, and plasma was 
collected and stored at —20 °C until analysis. All sam- 
ples were collected during the same time of year, from 
early November through December (late spring to 
early summer in Australia). Sunset at this time of year 
is about 7:50 p.m. to 8:45 p.m. and sunrise about 6:00 
a.m. to 6:15 a.m. 

The concentration of melatonin in plasma was meas- 
ured by the radioimmunoassay procedure developed 
by Fraser et al. (15). Antiserum was purchased from 
Guildhay (Surrey, United Kingdom), [*H]melatonin 
from New England Nuclear (Melbourne, Australia), 
and other chemicals of analytical grade from Sigma 
(St. Louis, Mo.). Intra-assay and interassay accuracy 
and precision were within acceptable levels. Within the 
concentration range of 5-500 pg/ml, variation in pre- 
cision was below 13%. Similarly, variation in accuracy 
(intra-assay and interassay) was less than 15% over 
the same concentration range. 


RESULTS 


The overnight profiles of melatonin production for 
the control subjects and the patients are shown in fig- 
ure 1. The patients were divided into two groups: 
those who had never received psychotropic medication 
(N=5) and those who had been drug free for 7 days 
after withdrawal from alprazolam (N=2). For statis- 
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tical analyses, data from the two patients who had 
been withdrawn from alprazolam were not used. All 
statistics, therefore, refer to the patients who had never 
received psychotropic drugs (N=5) compared with the 
control subjects (N=8). 

A two-way analysis of variance (unweighted means) 
(16) between group (control versus patient) and time 
(10:00 p.m. to 8:00 a.m.) was performed on the mel- 
atonin concentrations. There was no significant group 
effect (F=3.57, df=1, 11, p=0.09), but there was a 
significant effect of time (F=7.57, df=10, 110, p= 
0.0001) and a significant interaction (F=2.88, df= 
10, 110, p=0.003). The significant interaction allowed 
the use of a simple main effects analysis, and this 
showed that the differences in melatonin between the 
control and the unmedicated patient groups were sig- 
nificant (p<0.05) at the following times: 4:00, 5:00, 
6:00, and 7:00 a.m. (p=0.03, p=0.005, p=0.01, and 
p=0.04, respectively). The difference in the 8:00 a.m. 
values was almost significant (p=0.08). Therefore, 
there was a marked increase in melatonin concentra- 
tion in the unmedicated patient group in the second 
half of the night. This finding can be interpreted as 
meaning that the amplitude of the melatonin rhythms 
differed between the two groups. However, while it 
cannot be demonstrated statistically, the data are also 
consistent with the interpretation that there was a dif- 
ference in phase between the two groups, as well as a 
difference in amplitude; the unmedicated patients’ mel- 
atonin curve appeared to be phase delayed compared 
to that of the control group. The 10:00 p.m., 11:00 
p.m., and midnight melatonin concentrations of the 
unmedicated patients were lower than those of the 
control group, while the 6:00, 7:00, and 8:00 a.m. 
concentrations remained higher, suggesting a shift to 
the right. However, without further measures being 
taken under a dim light condition at 9:00, 10:00, and 
perhaps 11:00 a.m., one cannot definitely state that a 
phase delay occurred in the unmedicated patients. 


DISCUSSION 


The finding of significantly higher melatonin con- 
centrations in the unmedicated panic patients than in 
the healthy control subjects was an unexpected result, 
because we had found lower levels in preliminary stud- 
ies (12, 13). However, as discussed earlier, in the pre- 
liminary studies blood samples were not taken 
throughout the night, and consequently we may have 
missed the later increase in melatonin concentrations. 
Also, the patients in those previous studies were taking 
medication. Lewy et al. (10) have reported higher noc- 
turnal melatonin in bipolar patients during the manic 
phase. Perhaps the overactivity during mania (hypo- 
mania) has effects on the pineal gland similar to those 
of the anxiety and panic experienced by panic patients. 
A correlate may be seen in studies showing that intense 
stress in animals can increase daytime pineal melatonin 
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synthesis (17). Also, there are reports that intense ex- 
ercise can increase daytime melatonin in humans (18). 

Alternatively, endogenous melatonin may be pro- 
duced at higher concentrations by the body in an at- 
tempt to stabilize the panic patient. Exogenous mela- 
tonin administered in pharmacological doses has been 
shown, for example, to produce some sedation in nor- 
mal control subjects (19, 20). It has been proposed that 
melatonin may induce sleepiness, decrease alertness, 
and slow reaction time, perhaps sensitizing the brain to 
sleep-inducing factors (21). 

Although requiring confirmation in a larger sample 
of patients, results from these experiments suggest that 
patients with panic disorder have altered melatonin 
rhythms and peak concentrations of melatonin. How- 
ever, the possibility that there is a phase delay of the 
circadian pacemaker in panic patients should not be 
overlooked. Such a delay would give the appearance of 
decreased melatonin production during the early hours 
of melatonin synthesis (i.e., up to midnight). This 
would also explain the later peak observed in the pa- 
tients in the present study. Their melatonin peak was 
at 4:00 a.m., compared with 2:00 a.m. in the control 
subjects. Healthy individuals have previously been 
shown to exhibit peak levels at about 2:00 a.m. (1, 2). 
This finding may indicate that panic patients who have 
a phase instability or dysregulation would benefit from 
morning exposure to bright artificial light. As shown in 
patients with seasonal affective disorder, morning light 
can phase-advance circadian rhythms by suppressing 
melatonin (22) and thus can improve mood in most 
patients (23). 

The present investigation substantiates our previous 
reports of decreased melatonin concentrations in pa- 
tients with panic disorder who were taking medication 
(12, 13). In the present study, the two panic patients 
who had been drug free for only 7 days after with- 
drawal from alprazolam had very low melatonin lev- 
els. We now know that alprazolam can suppress noc- 
turnal plasma melatonin levels (14). Most patients 
previously studied were receiving benzodiazepine med- 
ication at the time of investigation. This suggests that 
the effect of alprazolam on melatonin production is 
still evident 7 days after the last dose. This hypothesis 
obviously requires further evaluation of drug effects on 
pineal function and highlights the importance of suit- 
able drug-free periods before patients are studied. 

Finally, it is interesting to note that alprazolam has 
recently been reported to be extremely effective against 
seasonal affective disorder (unpublished 1989 paper by 
M.H. Teichler et al.), and the consensus of opinion is 
that in patients with this disorder, the melatonin 
rhythm is phase delayed (23). It is therefore possible 
that since apparently 72% of patients with seasonal 
affective disorder suffer from anxiety as part of their 
mood disturbance (24), similar biochemical mecha- 
nisms in the brain are responsible for this aspect of the 
disorder in patients with seasonal affective disorder 
and in panic patients. 
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Relationship Between Utilization of Mental Health 
and Medical Services in a VA Hospital 


Phillip M. Massad, Ph.D., Alan N. West, Ph.D., and Matthew J. Friedman, M.D., Ph.D. 


Previous research has demonstrated a reduction in 
utilization of medical services following the initiation 
of psychiatric services for certain patients. This phe- 
nomenon has been called the offset effect. The authors 
investigated the offset effect in a Veterans Administra- 
tion medical center setting. They found that the offset 
effect emerged only for patients who had high rates of 
use of medical services who received mental health 
services for 1 year or less. They discuss factors related 
to higher rates of medical care utilization as well as 
important differences between the present and previ- 
ous research that require further study. 

Am J Psychiatry 1990; 147:465-469) 


n medical settings where the cost of patients’ care is 

based on a fee-for-service or prepaid group insur- 
ance arrangement, the initiation of mental health serv- 
ices has often correlated with a reduction in the use of 
medical services (1—4). One study (4), for example, 
reported a decline in medical service utilization among 
patients with high rates of use of medical services in 
the year after they started psychotherapy. The relation- 
ship between the use of psychiatric services and a re- 
duction in use and cost of medical services has been 
called the offset effect (3). 

The influence of psychiatric treatment on medical 
service utilization in a setting that requires no financial 
remuneration has received scant attention. This topic 
seems particularly important in establishing public 
policy regarding the provision of mental health serv- 
ices in settings where medical services are provided at 
no or low cost. Most patients treated at Veterans Ad- 
ministration (VA) medical centers receive free mental 
health and medical services. To our knowledge, how- 
ever, only one study (5) has examined the offset effect 
in a VA hospital, and this study lacked a nonpsychiat- 
ric control group from which to draw comparisons. 
One report (6) suggested that, contrary to the offset 
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effect, patients with high rates of use of VA mental 
health services also have high rates of use of medical 
services (6). Therefore, the relationship between utili- 
zation of VA mental health and VA medical services 
needs clarification. 

If there were an offset effect in a VA hospital, the 
number of medical visits made by psychiatric patients 
would be expected to be less than those made by non- 
psychiatric patients. We tested this hypothesis in the 
investigation reported here. 


METHOD 


The subjects in the study were patients of a VA hos- 
pital serving Vermont and western and northern New 
Hampshire. The records of veterans enrolled in medi- 
cal clinics before 1985 or starting in 1985 through 
1987 were examined. We identified 145 patients as 
having entered VA psychiatric treatment for the first 
time in 1986. Another group of 145 patients who had 
no 1986 psychiatric appointments served as a control 
group. This nonpsychiatric group was matched to the 
psychiatric sample in age and distance from the hos- 
pital based on their county of residence. The mean+ 
SD age of the patients was 53+13.26 years. 

The dependent variable was the total number of out- 
patient medical visits, excluding diagnostic procedures 
(X-ray or CT scan, for example) and surgical appoint- 
ments, made by each patient in 1985, 1986, and 1987. 
The independent variable was whether patients were 
enrolled in an outpatient mental health clinic for the 
first time in 1986. The mean number of 1986 mental 
health visits for the psychiatric group was 3.97+4.20 
visits. 


RESULTS 


The mean number of annual outpatient medical vis- 
its for each group is shown in figure 1. Analysis of 
variance (ANOVA) revealed a significant main effect 
for Year (F=14.61, df=2, 576, p<0.01) and a mar- 
ginally significant Group by Year interaction (F=2.60, 
df=2, 576, p<0.10). The Group main effect was not 
significant. Tukey’s test revealed a significant increase 
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FIGURE 1. Mean Number of Annual Outpatient Medical Visits Across Three Years by VA Patients Given Continuous or Abbreviated Psychiatric 


Care or Nonpsychiatric Medical Care 
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in medical visits from 1985 to 1986 for both groups 
combined (p<0.05). 

A subsequent analysis was conducted to assess a 
more specific question: Was the impact of psychiatric 
care on medical utilization different for patients who 
received abbreviated psychiatric care versus those who 
received continuing psychiatric care? We classified the 
psychiatric patients into those who received psychiat- 
ric care only in 1986 (abbreviated care) (N=60) and 
those who received psychiatric care in 1986 and 1987 
(continuing care) (N=85). The duration of psychiatric 
treatment ranged from 1 to 12 months for the abbre- 
viated psychiatric care group and from 13 to 24 
months for the continuing psychiatric care group. The 
medical visit data were then reanalyzed by a Group 
(nonpsychiatric medical care, abbreviated psychiatric 
care, or continuing psychiatric care) by Year (1985, 
1986, or 1987) ANOVA. Means for the different cells 
of this analysis are shown in figure 1. 

The analysis revealed a significant main effect for 
Year (F=11.17, df=2, 574, p<0.01) as well as a 
Group by Year interaction (F=3.65, df=4, 574, p< 
0.01). The main effect for Group was not significant. 
Tukey’s test showed that during 1985, the psychiatric 
patients in the abbreviated care group had significantly 
more medical visits than either the psychiatric patients in 
the continuing care group or the nonpsychiatric control 
subjects (p<0.05). On the other hand, continuing psy- 
chiatric patients were unique in showing a significant 
increase in medical utilization from 1985 to 1986 
(p<0.05, Tukey’s test). Medical utilization during 1986 
was significantly greater for psychiatric patients in the 
abbreviated care group than for the nonpsychiatric con- 
trol subjects (p<0.05, Tukey’s test). The significant effect 
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for Year resulted from an overall mean+SD increase in 
visits from 1985 (2.44+3.05) to 1986 (3.1143.47), col- 
lapsed across groups (p<0.05). No other comparisons, 
including 1987, were significant. 

Because classification of psychiatric patients into dif- 
ferent categories other than the original groups vio- 
lated the matched-control design, one-way ANOVA 
and chi-square analyses were conducted to examine 
differences for age and county of residence, respec- 
tively. The same analyses were conducted for group 
categories described below. No significant differences 
were found. 

Because our analyses uncovered no apparent offset 
effect for the psychiatric groups, we conducted ancil- 
lary analyses. We noted that the mean total number of 
medical visits in the present study (3.2 visits) was 
somewhat lower than that of a previous study demon- 
strating an offset effect (4.3 visits) (4). Therefore, it 
seemed tenable that the effect of psychiatric care on 
medical utilization might depend on whether patients 
originally had high or low rates of use of medical serv- 
ices. To examine this possibility, the psychiatric and 
nonpsychiatric patients were divided into those with 
high or low rates of use of medical services based on a 
median split of 1985 medical visits: 37 patients re- 
ceived continuous psychiatric treatment and had high 
rates of use; 35 patients received abbreviated psychi- 
atric care and had high rates of use; 77 patients re- 
ceived nonpsychiatric medical care and had high rates 
of use; 48 patients received continuous psychiatric care 
and had low rates of use; 25 patients received abbre- 
viated psychiatric treatment and had low rates of use; 
and 68 patients received nonpsychiatric medical care 
and had low rates of use. Since the 1985 data were 
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FIGURE 2. Mean Number of Annual Outpatient Medical Visits Across Three Years by VA Patients With High or Low Rates of Use of Medical 
Services Who Were Given Continuous or Abbreviated Psychiatric Care or Nonpsychiatric Medical Care 
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used to classify the subjects, only 1986 and 1987 med- 
ical visits were analyzed through two Group (continu- 
ing psychiatric care, abbreviated psychiatric care, or 
nonpsychiatric medical care) by Year (1986 and 1987) 
repeated-measures ANOVAs: one for patients with 
initially high rates of medical use and another for pa- 
tients with initially low rates of medical use. 

The annual mean numbers of medical visits for pa- 
tients with high rates of use are shown in figure 2; 
ANOVA revealed a significant Group by Year inter- 
action (F=4.11, df=2, 146, p<0.05) and no signifi- 
cant main effects. Tukey’s tests indicated that the ab- 
breviated psychiatric care group of patients with high 
rates of use had significantly fewer 1987 medical visits 
than 1986 appointments (see figure 2) (p<0.05). A 
one-way ANOVA revealed that the groups differed for 
1985 visits (F=4.34, df=2, 146, p<0.05). Tukey’s 
tests showed that the abbreviated psychiatric care 
group of patients with high rates of use had signifi- 
cantly more 1985 medical visits than the continuing 
psychiatric care and nonpsychiatric groups of patients 
with high rates of use (p<0.05). Thus, patients who 
initially had high rates of use of medical services who 
then received abbreviated psychiatric care showed a 
dramatic reduction in subsequent medical utilization. 

For patients who initially had low rates of use of 
medical sérvices (see figure 2), ANOVA of medical vis- 
its revealed a significant effect for Year only (F=5.24, 
df=1, 138, p<0.05) when collapsed across groups 
(meant$D=1.67+2.32 in 1986; 2.32+2.68 in 1987). 
In addition, a one-way ANOVA on 1985 data revealed 
differences among the groups (F=15.09, df=2, 138, 
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p<0.01). Tukey’s tests showed that the nonpsychiatric 
patients who initially had low rates of use of medical 
services had significantly more 1985 visits than the 
two psychiatric groups (p<0.05). 

Medical progress notes were examined to classify 
patients with respect to their predominant medical 
complaints. Medical problems were classified as audi- 
ological, cardiovascular, dermatological, nonspecific 
(colds and sore throats, for example), gastrointestinal, 
neurological, ophthalmological, orthopedic, podiatric, 
rheumatological, urological, or hematological. The 
four categories constituting the largest percentage of 
medical problems were identical for both psychiatric 
and nonpsychiatric groups: 55 (38%) of the psychiat- 
ric and 81 (56%) of the nonpsychiatric patients had 
nonspecific problems; 38 (26%) of the psychiatric and 
26 (18%) of the nonpsychiatric patients had gastroin- 
testinal problems; 28 (19%) of the psychiatric and 30 
(21%) of the nonpsychiatric patients had orthopedic 
problems; and 23 (16%) of the psychiatric and 17 
(12%) of the nonpsychiatric patients had cardiovascu- 
lar problems (most patients had more than one type of 
problem). Chi-square analyses revealed that the 
psychiatric and nonpsychiatric groups differed only 
for nonspecific medical complaints (y*=6.50, df=2, 
p<0.05). This finding was consistent regardless of 
group comparisons (i.e., abbreviated psychiatric care, 
continuing psychiatric care, or nonpsychiatric care 
patients with high or low rates of use of medical ser- 
vices). Therefore, the statistics for these groups are not 
reported. 

In regard to psychiatric issues, patients’ records were 
examined to identify the type of psychiatric problems 
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they were experiencing at the time mental health serv- 
ices were initiated. Chi-square analyses were con- 
ducted to test whether groups differed in the propor- 
tion of patients belonging to various diagnostic 
categories. There were no reliable differences for any 
of the following: adjustment disorders, anxiety disor- 
ders, depression, alcohol abuse, marital problems, 
personality disorders, posttraumatic stress disorder 
(PTSD), psychosis, or bipolar disorders. In addition, 
psychiatric groups were examined for differences 
across symptoms noted in patients’ charts such as an- 
ger, anxiety, depression, pain, sexual dysfunction, and 
stress. The only difference was for both continuing 
care and abbreviated care patients with high rates of 
use to be more frequently characterized .as having 
stress than were their counterparts with low rates of 
use (x7=5.00, df=1, p<0.05). 

Groups were then examined to see whether they dif- 
fered as to the type of service provided (i.e., diagnostic 
evaluation, medication maintenance review, or other 
mental health treatment such as behavioral therapy, 
psychotherapy, or alcohol counseling). Group differ- 
ences were found only for medication maintenance re- 
view. Specifically, a chi-square analysis revealed that 
more continuing psychiatric care patients with high 
rates of use received medication maintenance review 
than would be expected (x7=9.16, df=1, p<0.01). 
This was not true for the abbreviated psychiatric care 
patients with high or low rates of use or the continuing 
psychiatric care patients with low rates of use. This 
finding would suggest that patients with more chronic 
illness (i.e., those who received more treatment over 
time) were more likely than other patients to receive 
medication. 

In a subsidiary analysis, each psychiatric group was 
divided into patients who received medication only, 
medication and other mental health treatment, or men- 
tal health treatment alone to determine whether these 
subgroups differed in terms of diagnosis. The only sig- 
nificant finding was that, among the continuing psy- 
chiatric care patients with high rates of medical service 
use, those who received mental health treatment alone 
were more likely to have a diagnosis of personality 
disorder (x7=37.00, df=2, p<0.01). Thus, although 
most of the continuing psychiatric care patients with 
high rates of medical service use received medication 
reviews, a subset received no medication; rather, they 
had personality disorders and received mental health 
treatment alone. 

Finally, because older patients tend to require more 
continuous health care than younger patients and the 
patients in our sample were relatively older than the 
patients in previous offset studies, we examined the 
effect of age relative to diagnosis or symptom, type of 
service rendered, and psychiatric group (continuing or 
abbreviated psychiatric care patients with high or low 
rates of use). For diagnosis or symptom, the only sig- 
nificant finding was that individuals diagnosed as hav- 
ing PTSD tended to be younger (41+7 years) than 
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patients with other diagnoses (52.62+13.32 years) 
(t=9.24, df=143, p<0.01), but we should add that 
there were only three individuals diagnosed as having 
PTSD. There was no age difference for patients receiv- 
ing the different types of services. For psychiatric 
groups, there was an age difference, collapsed across 
psychiatric condition (i.e., continuous and abbreviated 
care), between patients with high and low rates of use. 
That is, not surprisingly, patients with high rates of use 
of medical services, as previously defined, were signif- 
icantly older (56.26+13.86 years) than patients with 
low rates of use (48.56411.56) (F=13.28, df=1, 141, 
p<0.01). 


DISCUSSION 


Our results suggest that the introduction of psychi- 
atric care to medical outpatients in a publicly funded 
VA hospital may reduce subsequent medical utiliza- 
tion. This offset effect, however, emerged only for pa- 
tients who were initially identified as having high rates 
of use of medical services and who received abbrevi- 
ated rather than continuous psychiatric care. The fail- 
ure to observe an offset effect among patients who 
were initially identified as having low rates of use of 
medical services was not surprising because the initial 
levels were sufficiently low to make further reductions 
unlikely. 

The offset effect emerged only for patients with high 
rates of use of medical services who received abbrevi- 
ated mental health treatment (lasting for 1 year or 
less). The offset effect was not manifested by patients 
with high rates of use of medical services who received 
continuing psychiatric care. The continuing psychiatric 
care group with high rates of use also differed from 
other patients in that they were more likely to be seen 
regularly for medication maintenance review. The im- 
plication is that continuing psychiatric care patients 
with high rates of use were more likely to suffer from 
chronic and more severe psychiatric problems than the 
other groups regardless of diagnosis or symptom. Ap- 
parently, continuing mental health care had little im- 
pact on the need for medical services of the continuing 
psychiatric care patients with high rates of use of med- 
ical services. For abbreviated psychiatric care patients 
with high rates of use of medical services, on the other 
hand, medical demand seems to have been more 
strongly associated with psychiatric complaints. When 
their mental health needs were addressed, their use of 
medical services declined. 
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The Borderline Diagnosis in Adolescents: 
Symptoms and Developmental History 


Pamela S. Ludolph, Ph.D., Drew Westen, Ph.D., Barbara Misle, B.A., 
Anne Jackson, M.A., Jean Wixom, Ph.D., and F. Charles Wiss, M.A. 


Adult criteria for borderline personality disorder 
distinguished a group of 27 inpatient adolescent girls 
from 23 nonborderline inpatient female comparison 
subjects. The two groups were compared on retrospec- 
tively assessed variables measuring psychological, fa- 
milial, and constitutional factors. Variables most likely 
to predict borderline personality disorder included his- 
tory of disrupted attachments, maternal neglect, ma- 
ternal rejection, grossly inappropriate parental behav- 
ior, number of mother and father surrogates, physical 
abuse, and sexual abuse. Families of borderline ado- 
lescents were chronically disrupted, particularly during 
the patients’ early childhoods. The traumatic child- 
hood experiences of the borderline adolescents were 
similar to those of adults with borderline personality 
disorder in recent studies. 

(Am J Psychiatry 1990; 147:470-476) 


he borderline diagnosis in children and adoles- 

cents has been commonly used by clinicians but 
has not been clearly defined and understood. Histori- 
cally, the diagnosis was first used to delineate a group 
of atypical children on the “border” between psychosis 
and neurosis (1, 2), much as adult patients were first 
classified. More recently, attempts have been made to 
describe a borderline disorder in children according to 
uniform diagnostic criteria, most often parallel to 
adult borderline personality disorder (3, 4, and DSM- 
IH-R). For instance, Bradley (4) found that 14 child 
and adolescent patients could be diagnosed by the 
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Gunderson and Singer criteria (5) and that these bor- 
derline subjects were distinguished from psychiatric 
control subjects by histories of significantly more sep- 
aration from their mothers before age 5. 

Greenman et al. (6) examined the borderline person- 
ality disorder diagnosis in children 6—12 years old. 
They reviewed the charts of 86 hospitalized children 
and found that adult criteria adapted from the Diag- 
nostic Interview for Borderlines (DIB) (7) could iden- 
tify a group of children with many features typically 
attributed to the borderline child. Subjects identified as 
borderline were then compared to nonborderline psy- 
chiatric control subjects on a group of variables se- 
lected because of their presumed association with the 
borderline syndrome. Overall, few differences were 
found, raising questions about the meaning of the bor- 
derline diagnosis in early childhood and its relation to 
criteria for adult borderline personality disorder. Al- 
though this study was exploratory and thus had cer- 
tain methodological limitations (8, 9), such as using 
DIB scores as both dependent and independent varia- 
bles, it nevertheless provided an initial empirical ex- 
amination of the borderline diagnosis in children. 

The present study examined borderline personality 
disorder in adolescent girls. We first distinguished ad- 
olescent patients according to adult DIB criteria (10) 
and then compared the borderline patients with non- 
borderline psychiatric comparison subjects on a num- 
ber of independent variables. We selected these varia- 
bles to address controversies in the literature on the 
developmental antecedents of borderline personality 
disorder. Some theorists, for instance, have stressed the 
importance of a highly disturbed relationship with the 
mother (11, 12), with special emphasis on the role of 
significant separations from the mother (4, 13). Psy- 
choanalytic theorists have long emphasized the etio- 
logical importance of deficits and conflicts involving 
separation and loss, especially during the preoedipal 
years (11, 14). More generally, clinicians have often 
noted the manifest turmoil in borderline patients’ fam- 
ilies of origin. Among the factors often implicated are 
severe trauma and abuse, incest, loss, multiple caretak- 
ers, violence, and alcoholism (13, 15—18). 

Other data have pointed to the importance of con- 
stitutional factors. Although there are presently few 
data supporting a link between borderline personality 
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disorder and either bipolar disorder or schizophrenia 
(5), there is some support for a link with the unipolar 
affective disorders (19, 20). Family pedigree studies 
have also suggested an association between borderline 
personality disorder and certain other personality dis- 
orders, notably antisocial, narcissistic, and histrionic 
(21, 22). 

In the present study, then, borderline adolescents 
were compared with nonborderline psychiatric com- 
parison subjects to test hypotheses about separation 
and loss; disruption in the relationships with the 
mother and father; incest, abuse, and other indicators 
of severe financial dysfunction; and selected indices of 
family psychopathology. The study closely parallels 
the Greenman et al. study (6), except that the subjects 
were defined prospectively, were compared only on 
nondiagnostic criteria, and were adolescents rather 
than children. 


METHOD 


The data were collected as part of an ongoing study 
of the life experiences and interpersonal functioning of 
borderline adolescent girls (23-25). The subjects were 
50 female adolescents psychiatrically hospitalized at a 
major medical center. Adolescent girls were studied 
because of the preponderance of females in the bor- 
derline population. Patients with chronic psychosis, 
evidence of gross neuropathology, IQ below 70, or 
medical problems that would complicate diagnosis or 
psychological testing were excluded from the study. 
Potential subjects who consented (and whose parents 
consented) were given the DIB (7), which had been 
modified slightly for administration to adolescents, 
largely to discern patterns of interpersonal functioning 
in subjects who might not yet have developed an inti- 
mate relationship outside the biological family. As in 
other research using the DIB, patients were considered 
to meet the criteria for borderline personality disorder 
if they had DIB scores greater than or equal to 7. Pa- 
tients had to have DIB scores less than or equal to 5 to 
qualify as psychiatric comparison subjects. Subjects 
who had scores of 6 were excluded, as decided in ad- 
vance, so that the diagnostic differences between the 
two study groups would be clearer. 

During 1983 and 1984, consecutive patients were 
administered the DIB by interviewers who had 
achieved an interrater reliability of 0.80 (kappa) on 
diagnosis. In order to fill the borderline group more 
expeditiously and to obtain appropriate comparison 
subjects, from 1985 to 1987 we targeted potential sub- 
jects who met at least four of the DSM-III criteria for 
borderline personality disorder, the criteria for ano- 
rexia nervosa, or two criteria for major depression or 
dysthymic disorder on admission. Two interviewers 
with previously established reliability on the DIB (26) 
trained additional interviewers, who achieved perfect 
agreement on DIB diagnoses with a sample of consec- 
utive taped interviews and came within 1 scaled point 
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of the criterion coder’s rating on every section and final 
score. The nonborderline psychiatric comparison sub- 
jects received a number of DSM-III discharge diag- 
noses—primarily, affective disorders, anorexia, and 
nonborderline personality disorders. Potential com- 
parison subjects who received primary or secondary 
DSM-III diagnoses of borderline personality disorder 
on discharge were excluded, as decided in advance, 
again to avoid overlap of groups. 

In order to increase further the size of the compar- 
ison group, we added another six subjects on the basis 
of DIB scores determined by chart review, which has 
been shown to be a reliable way of diagnosing border- 
line personality disorder in adults (26) and children 
(6). Potential comparison subjects were selected by a 
computer search of female inpatients between the ages 
of 14 and 17, hospitalized from 1985 to 1988, with 
discharge diagnoses of affective disorders or eating dis- 
orders. Potential comparison subjects were excluded if 
they had primary or secondary diagnoses of borderline 
personality disorder, schizophrenia, conduct disorder, 
or serious medical illness. Two of the authors (P.S.L. 
and D.W.) read admission information, discharge 
summaries, and the first 2 weeks’ progress notes in the 
patients’ charts and assigned scores on the DIB. Of 10 
potential comparison subjects, one was excluded be- 
cause of medical illness, two received scores of 6 and 
thus were excluded, and the six with scores of 5 or 
below were included in the nonborderline sample. To 
ensure continued reliability (since the raters knew that 
the purpose of the chart review DIBs was to obtain 
additional comparison subjects), one potential subject 
who had a primary DSM-III diagnosis of borderline 
personality disorder was included for chart review; 
this subject also received a borderline diagnosis by 
chart review DIB, thus corroborating the reliability of 
that method. 

Twenty-seven inpatients were diagnosed as having 
borderline personality disorder. The psychiatric com- 
parison group consisted of 23 other inpatients: seven 
with depression, nine with eating disorders, and seven 
with other personality disorders. The mean age of the 
borderline group was 15.75 years (range=14—-18 
years); the psychiatric comparison group’s mean age 
was 15.46 years (range=14~—18 years). 

Chart review was used to determine the presence or 
absence of various descriptive and etiological factors. 
Data in the charts had been originally collected pri- 
marily for clinical purposes, for the most part by 
psychiatrists, supervised psychiatric residents, and ex- 
perienced social workers. In general, the available in- 
formation was extensive, based on data from thorough 
questioning of the patient, her parent(s), other family 
members, and ward staff. A trained rater (B.M.), blind 
to patients’ diagnoses, read the following parts of the 
charts of discharged patients: the individual therapist’s 
summary report, the social worker’s summary, the in- 
dividual therapist’s process notes, the case conference 
report, the first 2 weeks’ nursing notes, the intake sum- 
mary, notes from previous therapists, school reports, 
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TABLE 1. Composite Risk Variables for 27 Adolescent Borderline 
Patients and 23 Psychiatric Comparison Subjects 


Psychiatric 


Borderline Comparison 

c . Patients Subjects A 
‘omposite nn mnn t 
Variable Mean SD Mean SD (df=48) p 
Maternal risk 

factors 2.93 2.01 2.09 1.54 1.63 0.05 
Paternal risk 

factors 3.30 2.11 3.00 1.73 0.54 n.s. 
Preoedipal risk 

factors 1.74 185 1.00 145 1.56 0.06 
Latency risk 

factors 3.48 2.03 3.09 1.59 0.76 n.s. 


Disrupted at- 
tachments 5.67 3.45 3.26 2.18 2.89 


*One-tailed test. 


0.003 


and court reports (if available). Charts were rated for 
variables assessing the family history of psychopathol- 
ogy; childhood symptoms of the patient; a variety of 
traumatic events, including physical and sexual abuse; 
and significant separations, including death, divorce, 
adoption, separations from primary caretakers, and 
foster care history. It should be emphasized that each 
variable was coded as present only if there was con- 
clusive evidence. It is therefore very likely that these 
data led to few false positive results and relatively 
more false negatives. Although the data we rated were 
largely factual and required little inference, a check 
was undertaken to ensure reliable rating. A second 
rater (F.C.W.) blindly rescored all variables for a small 
sample of the subjects; the two raters achieved perfect 
agreement on 89% of the scores. 


RESULTS 


Twenty-one of the 29 scores on DIB statements dif- 
ferentiated the two groups at high levels of significance 
(typically, p=0.001 to 0.0001, one-tailed t tests, df= 
48). Four of the five DIB subscale scores—impulse pat- 
terns, affect, psychosis, and interpersonal relations— 
also differentiated the groups at very high levels 
(p=0.0001). 

Table 1 presents comparisons of the borderline pa- 
tients and the psychiatric comparison subjects on five 
composite variables of conceptual significance: num- 
ber of maternal and paternal risk factors (psychiatric 
illness or disorder, losses, separation, and abuse); num- 
ber of preoedipal risk factors (premature delivery, dif- 
ficult infancy, separation or loss before age 5, and 
physical or sexual abuse before age 5); number of risk 
factors in latency (loss, separation, or abuse between 
ages 5 and 10; school learning problems); and number 
of disrupted attachments (separations and losses at any 
time in childhood, expulsion from the home, number 
of foster care placements, number of maternal and pa- 
ternal surrogates). As can be seen in table 1, in these 
adolescents borderline personality disorder was signif- 
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icantly more associated with problems in the relation- 
ships with the mothers and, particularly, with disrupt- 
ed attachments. There was a strong trend associating 
borderline personality disorder with theoretically rele- 
vant preoedipal experiences. 

To protect against spurious findings stemming from 
multiple tests in subsequent analyses, a multivariate 
analysis of variance (MANOVA) was performed using 
the five composite variables to predict diagnostic sta- 
tus. Excluding paternal risk factors, the MANOVA was 
significant (F=2.87, df=4, 45, p=0.03); since inclusion 
of paternal risk factors rendered the overall MANOVA 
nonsignificant, any specific findings with respect to pa- 
ternal variables should be interpreted with caution. 

Table 2 presents the childhood histories of major 
separations in the two groups of patients. Both groups 
had very high rates of early separation from parental 
figures. Thus, in both groups, about one-fourth of the 
subjects had experienced the death of one or both par- 
ents by the time they were adolescents. An even larger 
proportion of both groups had been separated from 
either their mothers or their fathers for considerable 
periods of time. Divorce had marked the lives of more 
than half the subjects in both groups, although the age 
of the children when the divorces occurred differed to 
an almost significant degree; the borderline adoles- 
cents were more likely to have experienced parental 
divorce early in their lives, particularly in the first 4 
years. 

The borderline adolescents were significantly more 
likely than the psychiatric comparison subjects to have 
been adopted. The borderline subjects also had had 
significantly more surrogate mothers (meant+SD=1.00+ 
1.04 for the borderline patients and 0.26+0.47 for the 
psychiatric comparison subjects; t=3.17, df=1, p= 
0.001) and surrogate fathers (0.85+0.99 for the bor- 
derline patients and 0.43+0.66 for the comparison 
subjects; t=1.72, df=1, p=0.05). In addition, the bor- 
derline adolescents had had a mean+SD of 1.67+1.98 
foster care placements or surrogate homes each, where- 
as the psychiatric comparison subjects had had 0.48+ 
0.85, a highly significant difference (t=2.67, df=1, p= 
0.005). 

Table 3 shows the numbers in both groups who ex- 
perienced a variety of pathogenic circumstances in 
their childhood family environments. The families of 
the borderline patients were more likely to have been 
involved with Protective Services than the families of 
the psychiatric comparison subjects. The primary care- 
takers of the borderline patients—usually, their moth- 
ers—had more often behaved in ways that were la- 
beled in the chart reviews as neglectful (e.g., failure to 
feed, clothe, or protect the child). As we defined it, 
expulsion by the primary caretaker involved the child’s 
actually being removed from the home, usually forc- 
ibly and sometimes with court involvement. It is strik- 
ing that 40.7% of the borderline group had experi- 
enced such an event, compared with only 8.7% of the 
psychiatric comparison group. 

We developed a variable called “grossly inappropri- 
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TABLE 2. Major Separations and Changes in Attachment During Childhood of 27 Adolescent Borderline Patients and 23 Psychiatric Com- 
parison Subjects 





Borderline Psychiatric 
Patients" Comparison Subjects? È 
Separation or Change N % N % (df=1) p 
Divorce 15 55.6 12 52.2 7.34° 0.06 
When child was 0~4 years old 8 29.6 8.7 — — 
When child was $--10 years old 6 22.2 4 17.4 — — 
When child was 11 or older 1 3.7 6 26.1 — — 
Death 
Of parent 6 22.2 6 26.1 0.10 n.s 
Of surrogate parent 4 14.8 5 21.7 0.40 n.s 
Separation 
From mother 11 40.7 6 26.1 1.18 n.s 
From father 16 59.3 10 43.5 1.20 n.s. 
Adoption 6 23.1 0 0.0 6.05 0.05 
When child was younger than 3 months 2 7.7 0 0.0 2.19 n.s. 
When child was older than 3 months 4 15.4 0 0.0 4.196 0.04 
„Total Ns on which percentages are based vary slightly because of missing data on some variables for some patients. 
df=3. 
€df=2. 


TABLE 3. Physical and Sexual Abuse and Other Traumatic Events in the Childhood Family Environments of 27 Adolescent Borderline Pa- 


tients and 23 Psychiatric Comparison Subjects 





Borderline Psychiatric 
Patients” Comparison Subjects” © 
Traumatic Event N % N % (df=1) p 
Severe verbal fighting between 
parents 12 44.4 7 30.4 1.03 n.s. 
Physical fighting between parents 8 29.6 5 21.7 0.40 n.s. 
Involvement with Protective 
Services 10 37.0 3 13.0 3.71 0.05 
Neglect by primary caretaker 12 44.4 4 17.4 4.18 0.04 
Expulsion by primary caretaker ll 40.7 2 8.7 6.63 0.01 
Grossly inappropriate parental 
behavior 12 44.4 2 8.7 7.87 0.005 
Physical abuse 14 51.9 6 26.1 3.44 0.06 
Sexual abuse 13 52.0 4 19.0 5.32 0.02 


*Total Ns on which percentages are based vary slightly because of missing data on some variables for some patients. 


ate parental behavior.” Examples of events in this cat- 
egory included an adolescent girl double-dating with 
her father and his girlfriend and watching each other’s 
sexual behavior; parents threatening to maim family 
pets; and a mother giving her borderline daughter a 
loaded gun, saying, “Shoot me if you hate me that 
much.” This variable was rated as present for 44.4% 
of the borderline group and only 8.7% of the psychi- 
atric control subjects, a highly significant difference 
(see table 3). 

As we have described more fully elsewhere (23), 
physical abuse was more common in the families of the 
borderline patients, at a level that almost reached sta- 
tistical significance. Sexual abuse was much more com- 
mon in the histories of the girls with borderline per- 
sonality disorder. Fifty-two percent had been sexually 
abused, compared to 19% of the psychiatric compar- 
ison group (see table 3). 

Table 4 presents the psychiatric histories reported 
for the relatives of the two groups of adolescent sub- 
jects; only information on biological relatives is re- 
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ported. For both groups there were very high rates of 
psychiatric illness in the parents, and 72% of the bor- 
derline patients and 87% of the psychiatric compari- 
son patients had a first-degree relative with a major 
psychiatric illness. Depression was common in the rel- 
atives of both groups, particularly in the mothers, and 
drug and alcohol abuse were common, particularly in 
the fathers. Parental psychosis was rare in both groups. 
There were very high rates of criminal behavior for the 
fathers and first-degree relatives of both groups. There 
were, however, no significant differences between the 
groups in family history of psychiatric illness and re- 
lated variables. Trends in the data supported a link 
between a child’s borderline status and personality dis- 
order in the mother (see table 4); this trend grew stron- 
ger (x7=3.30, df=1, p<0.07) when adoptive mothers 
were added to the group. Mothers of the borderline 
patients also tended to have been physically abused 
and to be physically abusive more often than the moth- 
ers of the psychiatric comparison subjects. 

Table 5 presents relevant events and symptoms in 
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TABLE 4, Psychiatric Histories of the Biological Relatives of 27 Adolescent Borderline Patients and 23 Psychiatric Comparison Subjects 





Relatives of 
Borderline Patients? 


Psychiatric History N % 


Relatives of Psychiatric 





Biological mothers 


Any psychiatric illness 15 60.0 
Depression 7 28.0 
Drug or alcohol abuse 7 28.0 
Psychosis 0 0.0 
Psychiatric hospitalization 2 8.0 
Criminal behavior 2 8.0 
Sexually abused 3 12.0 
Physically abused 11 44.0 
Personality disorder 

Borderline 2 8.0 

Unspecified 5 20.0 
Abusive toward others 3 12.0 

Biological fathers 

Any psychiatric illness 16 66.7 
Depression 5 20.8 
Drug or alcohol abuse 9 37.5 
Psychosis 1 4.2 
Psychiatric hospitalization 2 8.3 
Criminal behavior 5 20.8 
Sexually abused 0 0.0 
Physically abused 1 4.2 
Personality disorder 

Borderline 0 0.0 

Unspecified 4 16.7 
Abusive toward others 11 45.8 

First-degree relatives 

Any psychiatric illness 18 72.0 
Depression 12 50.0 
Drug or alcohol abuse 11 45.8 
Psychosis 2 8.3 
Psychiatric hospitalization 6 25.0 
Criminal behavior 8 32.0 
Suicide attempt 8 33.3 
Sexually abused 5 20.8 
Physically abused 13 52.0 


Comparison Subjects? z2 
N - % (df=1) p 
11 47.8 0.72 n.s 
8 34.8 0.26 n.s 
3 13.0 1.62 n.s 
0 0.0 — — 
1 4.3 0.27 n.s 
0 0.0 1.92 ns 
3 13.0 0.01 ns. 
4 17.4 5.02 0.08 
1 4.3 0.27 n.s 
1 4.3 2.68 0.10 
0 0.0 2.94 0.09 
17 73.9 0.29 n.s 
3 13.0 0.50 n.s 
10 43.5 0.17 n.s 
2 8.7 0.40 n.s 
0 0.0 2.00 n.s 
5 21.7 0.00 n.s 
1 4.3 1.07 n.s 
1 4.3 0.00 n.s 
0 0.0 — — 
3 13.0 0.12 n.s 
6 26.1 1.98 n.s 
20 87.0 1.62 ns. 
11 47.8 0.02 n.s. 
11 47.8 0.02 n.s. 
1 4.3 0.31 ns. 
2 8.7 2.21 ns. 
5 21.7 0.63 n.s. 
3 13.0 2.70 0.10 
4 17.4 0.09 n.s. 
6 26.1 3.36 0.07 


*Total Ns on which percentages are based vary slightly because of missing data on some variables for some patients. 


childhood that were not assessed by the DIB. Again, 
most of these variables did not distinguish the two 
groups of adolescent patients. Not surprisingly, the 
comparison group, in which approximately one-third 
of the subjects had eating disorders, reported a greater 
frequency of symptomatic anorexia. It is interesting to 
note, though, that the borderline group more fre- 
quently reported bulimia. Complications of birth and 
infancy did not distinguish the groups, but enuresis 
did. Sleep disorder was common in both groups, as 
was suicidal behavior. 

A final data analysis was carried out to assess which 
of the specific variables might most efficiently predict 
borderline personality disorder. Using a logistic regres- 
sion analysis, we found that nine variables predicted 
89% of the diagnoses (borderline personality disorder 
versus the psychiatric comparison diagnoses) at a sig- 
nificance level of 0.0006. These variables were neglect, 
maternal rejection, grossly inappropriate parental be- 
havior, parental loss, number of surrogate mothers 
and fathers, number of relocations, physical abuse, 
and sexual abuse. 
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DISCUSSION 


The results of this study suggest that adult criteria 
can be used to distinguish borderline adolescents from 
psychiatric comparison subjects. Borderline subjects 
are discriminable with the DIB, and the groups yielded 
by using this instrument manifest different develop- 
mental histories, coded independently of DIB diagno- 
sis. The histories of our borderline adolescents were 
similar in very many respects to reports in the litera- 
ture of the early development of adults with borderline 
personality disorder (12-18). 

Our data provide strong support for the etiological 
significance of disrupted attachments, rejection, abuse, 
and general family chaos in the developmental histo- 
ries of borderline adolescents. Problems in the relation- 
ship with the mother placed a child at increased risk 
for borderline personality disorder. The pathogenic 
events and relationships to which the borderline sub- 
jects had been exposed were many, various, and 
chronic. Although traumatic separations were com- 
mon in both groups, the borderline subjects had sig- 
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TABLE 5. Personal Histories of 27 Adolescent Borderline Patients 
and 23 Psychiatric Comparison Subjects 


Psychiatric 
Compar- 
Borderline ison 
Patients* Subjects* è 

Variable N % N % (df=1) p 
Premature birth 3 14.3 2 9.1 0.28 ns 
Complicated 

delivery 7 33.3 4 190 1.11 ns 
Difficult infant S 192 3 13.6 0.27 ns. 
Encopresis 0 0.0 0 0.0 — _ 
Enuresis 7 26.9 0 0.0 6.93 0.009 
Anorexia 2 7.4 8 34.8 5.82 0.02 
Bulimia 6 22.2 4 17.4 0.18 ns 
Obesity 2 7.4 2 8.7 0.03 ns 
Insomnia 14 519 14 60.9 0.41 n.s 
Hypersomnia 6 22.2 7 304 0.44 ns 
Suicidal behavior 

Threat 26 963 17 739 5.17 0.02 

Any attempt 22 815 10 43.5 7.79 0.005 

Serious attempt S 18.5 3 130 0.28 ns. 
Amnesia 4 14.8 1 4.3 1.51 n.s 
Learning prob- 

lems 5 19.2 2 8.7 1.11 n.s. 


aTotal Ns on which percentages are based vary slightly because of 
missing data on some variables for some patients. 


nificantly more surrogate mothers and fathers and fos- 
ter care placements or surrogate homes. 

Little in our findings supports the notion that bor- 
derline personality disorder is the result of a single 
trauma at any particular phase of development. In- 
stead, trauma was cumulative in its effect, and trau- 
matic events in early childhood tended especially to be 
associated with borderline outcome. As we have elab- 
orated elsewhere (23), problematic attachment histo- 
ries generally coexisted with, and were exacerbated by, 
conditions of abuse, neglect, and rejection. With few 
exceptions, the atmosphere in these families was 
stressed by sociological, biological, and psychological 
factors of all kinds. Although major psychiatric illness 
was common in the relatives of all of our subjects, 
differences between groups reached significance on no 
single variable. Such trends as there were support a 
link between daughters with borderline personality 
disorder and mothers with personality disorder of 
some kind. 

The results of this study can be compared to those of 
Greenman et al.’s work on the borderline diagnosis in 
children (6). More DIB items (21 versus eight) discrim- 
inated borderline subjects from psychiatric compari- 
son subjects in our adolescent sample than in the 
younger children studied by Greenman et al. Also, rel- 
atively few etiological variables distinguished the bor- 
derline and nonborderline groups in the Greenman et 
al. study, whereas a large number did so in our study. 

The conclusions to be drawn from this study are 
limited by its methodology. First, the chart review data 
were retrospective. The accessibility of information 
obtained from the parents while the adolescent was 
hospitalized, however, constitutes an improvement 
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over similar studies of adults, in which the families of 
origin are usually unavailable for interview and child- 
hood histories must be reconstructed on the basis of 
very long-term recall. Although direct interview would 
have provided useful additional information, this in- 
formation alone would not necessarily have been more 
valid than the data obtained from multiple sources, 
including the patient, that were found in the charts. 
Also, as we have pointed out, we chose to bias chart 
review coding in the direction of false negatives rather 
than false positives, which makes some of the findings 
all the more striking. 

Although diagnosis was standardized by administra- 
tion of the DIB, sampling biases could have been in- 
troduced by the different screening criteria and dif- 
ferent interviewers used at the beginning and the end 
of the study. However, paired t tests comparing DIB 
item and section scores from the two phases of data 
collection revealed no significant differences, suggest- 
ing that the diagnostic criteria did not substantially 
change. Inclusion of six comparison subjects chosen by 
chart review only is also unlikely to have contaminated 
the comparison sample because all six subjects were 
independently given nonborderline diagnoses by both 
the DIB and their primary clinicians, and there were no 
differences on any DIB items between this subgroup 
and the other comparison subjects. 

The other major limitation of the study is that we 
studied only adolescent girls, and thus the findings may 
not be applicable to boys with borderline disorder. 
Given the considerable sex differences in the borderline 
diagnosis, we chose not to add an additional con- 
founding variable in a study with small sample sizes by 
including four or five boys in each group. 

Despite these limitations, the results are clear and 
internally consistent enough to support the proposi- 
tion that a chaotic and traumatic early environment 
provides fertile ground on which borderline personal- 
ity disorder can develop. 
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Glucose Tolerance Testing in Women 
With Premenstrual Syndrome 


Kirk D. Denicoff, M.D., M. Christine Hoban, M.S.W., 
Gay N. Grover, R.N., M.S.N., and David R. Rubinow, M.D. 








Glucose tolerance tests (GTTs) were administered to 
11 women with premenstrual syndrome (PMS) to as- 
certain whether the patients had abnormalities of glu- 
cose tolerance, to determine whether such abnormali- 
ties were related to menstrual cycle phase, and to 
compare the symptoms during the GTT with the PMS 
symptoms experienced in the luteal phase. Two GTTs 
were performed for each patient, one during the late 
follicular phase and one during the late luteal phase. 
Although many patients experienced symptoms of hy- 
poglycemia during the GTT, the hypoglycemia symp- 
toms were not specific to the luteal phase and did not 
resemble the patients’ PMS symptoms. 

(Am J Psychiatry 1990; 147:477—480) 


ymptoms associated with premenstrual syndrome 

(PMS) are diagnostically nonspecific; over 150 
symptoms have been attributed to PMS (1, 2). Despite 
at least 50 years of study, a biological marker for PMS 
has not been identified (3). Some of the physiological 
symptoms associated with PMS, such as increased ap- 
petite, carbohydrate craving, and fatigue, are also 
symptoms of hypoglycemia. One explanation for some 
of the symptoms experienced by women with PMS is 
that abnormal changes in glucose metabolism may oc- 
cur during the menstrual cycle. De Pirro et al. (4) 
found that insulin binding to monocytes is twice as 
high in the follicular phase as in the luteal phase. This 
finding implies that changes in glucose tolerance may 
be related to the menstrual cycle. The results of past 
studies of menstrual-cycle-related changes in glucose 
tolerance in normal women and in women with PMS 
are contradictory. Several investigators have reported 
changes in glucose tolerance during the menstrual cy- 
cle (5-8), while others have observed no effect of the 
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menstrual cycle on glucose tolerance (9-12), Most ear- 
lier studies were hampered by at least one of the fol- 
lowing methodologic problems: failure to prospec- 
tively confirm the diagnosis of PMS in the subjects, 
failure to perform a sufficiently long glucose tolerance 
test (GTT) (some studies lasted only 2 hours), and fail- 
ure to ensure an adequate carbohydrate intake before 
the GTT (13; this study showed that carbohydrate re- 
striction followed by concentrated carbohydrate inges- 
tion produces hypoglycemia in norma] subjects). Be- 
cause of these methodologic problems, we elected to 
administer GTTs to patients prospectively character- 
ized as having PMS while carefully controlling the var- 
iables noted. We hoped in this way to document the 
presence of abnormalities of glucose tolerance, to de- 
termine whether these abnormalities were related to 
phase of the menstrual cycle, and to compare the 
symptoms during the GIT with the PMS symptoms 
customarily experienced in the luteal phase. To ad- 
dress these questions, two GTTs were performed on 
each patient, one during the late follicular phase and 
one during the late luteal phase. 


METHOD 


All studies were done in the outpatient clinic of the 
National Institute of Mental Health. Eleven women 
with PMS were studied (mean agetSD=36.2+6.2 
years). Before the study, the timing and severity of all 
11 women’s mood symptoms were prospectively con- 
firmed with daily visual analogue scale self-ratings, as 
described previously (14). According to these self-rat- 
ings, in at least two of three menstrual cycles each 
patient demonstrated a mean rating for negative mood 
(depression, anxiety, irritability) during the week be- 
fore menstruation that was at least 30% higher than 
during the week after the cessation of menstruation. 
Each of the 11 patients also met the DSM-III-R criteria 
for late’ luteal phase dysphoric disorder. All of the sub- 
jects admitted to carbohydrate craving during the late 
luteal phase of the cycle. The women participated in 
two 5-hour GTTs: one during the late follicular phase 
(within the week following day 6 of the menstrual cy- 
cle) and one during the late luteal phase (during the 
last 6 days of the menstrual cycle). These women were 
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asked to consume at least 150 g of carbohydrate per 
day for 3 days and were provided with an extensive 
list of good sources of carbohydrate and the esti- 
mated grams of carbohydrate per item on the list; the 
subjects were also instructed to fast overnight before 
the GTT. 

All studies started between 8:00 a.m. and 10:00 
a.m. An intravenous line for blood sampling was in- 
serted at least 15 minutes before the sampling began. 
After a sample for measurement of fasting blood sugar 
was drawn, an oral glucose challenge (1.5 g/kg of body 
weight, up to 100 g) was administered. Blood samples 
for determination of plasma glucose levels were ob- 
tained at 30-minute intervals for 5 hours. The blood 
was immediately placed on ice, centrifuged, and sent 
for plasma glucose determination. At each 30-minute 
time point the patients completed the modified Spiel- 
berger State Anxiety Scale (15) and visual analogue 
scales for 27 variables, including anxiety, mood, pal- 
pitations, hunger, sweating, dizziness, and shakiness. 
In addition, each patient completed the Beck Depres- 
sion Inventory (16) at baseline and at the 5-hour time 
point. 

As suggested by other authors (17-19), a patient 
was considered to have chemical hypoglycemia if she 
had either a plasma glucose nadir below 60 mg/dl or a 
hypoglycemia index higher than 0.8 and a plasma glu- 
cose nadir less than 65 mg/dl (the hypoglycemia index 
is the fall in glucose during the 90 minutes before the 
nadir divided by the glucose nadir). For this study, we 
chose the more conservative measure, plasma glucose 
level, instead of blood glucose level (the plasma glu- 
cose level generally is approximately 10%—15% high- 
er than the blood glucose value). Patients were con- 
sidered to have clinically relevant symptoms if they 
spontaneously reported symptoms associated with hy- 
poglycemia (such as shakiness, sweating, and palpita- 
tions) or if their self-ratings on the visual analogue 
scales indicated significantly more symptoms than at 
baseline for at least two of the following six variables: 
anxiety, palpitations, hunger, sweating, dizziness, and 
shakiness. 

The Student’s t test was used to compare the base- 
line scores on the mood self-rating tests during the 
follicular and luteal phases. To analyze the effect of 
time during the GTT on the mood self-ratings and on 
the glucose levels, analysis of variance (ANOVA) with 
repeated measures was used. A Fisher’s exact test was 
performed to compare the prevalences of hypoglyce- 
mia during the different menstrual cycle phases. To 
determine whether the patients’ ratings indicated sig- 
nificantly more symptoms during the glucose nadir, we 
performed Student’s t tests to compare the mean score 
for the visual analogue scale self-ratings from baseline 
to 60 minutes before the nadir with the mean of the 
ratings done 30 minutes before to 30 minutes after the 
nadir. Where appropriate, multivariate test statistics 
(Wilks’ lambda) were employed. 
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TABLE 1. Hypoglycemia in 11 Women With PMS During Glucose 
Tolerance Testing in the Luteal and Follicular Phases of the Men- 
strual Cycle 


Number of Patients 





Luteal Follicular 

Hypoglycemia Measure Phase Phase 
Chemical hypoglycemia 

Plasma glucose nadir <69 mg/dl 7 5 

Hypoglycemia index* >0.8 and plasma 

glucose nadir <65 mg/dl 6 5 

Either criterion 8 6 
Clinical symptoms of hypoglycemia? 8 7 

With chemical hypoglycemia 7 5 

Without chemical hypoglycemia 1 2 





"Defined as fall in glucose level during 90 minutes before nadir 
divided by glucose level at nadir. 

PSpontaneously reported symptoms associated with hypoglycemia 
or significant increase in self-ratings on visual analogue scales for 
anxiety, palpitations, hunger, sweating, dizziness, and shakiness. 


RESULTS 


In the luteal phase, eight of the 11 patients were 
clinically symptomatic during the GTT, and in the fol- 
licular phase seven of the 11 patients were clinically 
symptomatic during the GTT (table 1). Eight of the 11 
patients had chemical evidence of hypoglycemia in the 
luteal phase, while six met the criteria in the follicular 


_phase. While many of the patients in the study expe- 


rienced chemical hypoglycemia, there was no signifi- 
cant difference in the frequency of hypoglycemia be- 
tween the follicular phase and the luteal phase (Fisher’s 
exact test). In general, patients who met the criteria for 
chemical hypoglycemia in the follicular phase were the 
same ones who met them in the luteal phase. Of the 14 
GTTs during which chemical hypoglycemia was ob- 
served, 12 were associated with clinical symptoms; of 
the eight GTTs without evidence of chemical hypogly- 
cemia, three were associated with clinical symptoms 
(p<0.05, Fisher’s exact test). 

The onset of hypoglycemia symptoms occurred at 
the time of the nadir or within 30 minutes after the 
nadir in all the patients who experienced such symp- 
toms. All of these patients uniformly stated that the 
symptoms experienced during the GTT were dissimilar 
to their PMS symptoms. For example, irritability is 
common to both PMS and hypoglycemia, but during 
the GTT the visual analogue scale self-ratings for the 
angry/irritable item were significantly higher at the na- 
dir compared with the baseline for only two of the 11 
patients in the luteal phase and for only three patients 
during the follicular phase. Further, a paired t test 
comparison of the mean anger/irritability ratings at 
baseline and during the nadir revealed no significant 
increase in anger/irritability in either menstrual cycle 
phase (follicular phase: t=1.25, df=10, p>0.05; luteal 
phase: t=1.98, df=10, p>0.05). In addition, although 
sad mood is associated with PMS, only one patient had 
significantly higher self-ratings on the visual analogue 
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TABLE 2. Glucose Levels in 11 Women With PMS During Glucose Tolerance Testing in the Luteal and Follicular Phases of the Menstrual 





Glucose Level (mg/dl) 


Time of Nadir 





Cycle 

Baseline” 
Menstrual Cycle Phase Mean SD Mean 
Luteal (symptomatic) 90.7 4.0 141.4 
Follicular (asymptomatic) 91.0 6.7 141.3 


*After carbohydrate loading and overnight fast. 


scale item indicating sadness, and this occurred during 
the follicular phase. 

No difference in glucose tolerance related to men- 
strual cycle phase was found by using an ANOVA with 
repeated measures (F=0.18, df=1, 10, n.s.). In fact, 
the mean fasting, peak, and nadir glucose levels ob- 
served in the follicular and luteal phases were almost 
identical (table 2). The response to the GTT varied 
among the patients, but most patients had similar re- 
sults in the two menstrual cycle phases. 

A two-way ANOVA with repeated measures of the 
Beck Depression Inventory scores at baseline and at 5 
hours revealed no significant effect for menstrual cycle 
phase (F=4.85, df=1, 9, p=0.06) or time (F=1.27, 
df=1, 9, p=0.29) and no significant Phase by Time 
interaction (F=4.11, df=1, 9, p=0.07). The near effect 
for phase reflected sadder mood during the luteal 
phase (baseline score=13.6+7.6) than during the fol- 
licular phase (4.4+5.7) (paired t=2.99, df=9, p< 
0.05). An ANOVA with repeated measures for the 
Spielberger State Anxiety Scale scores (obtained every 
30 minutes) indicated an effect for menstrual cycle 
phase (reflecting more anxiety during the luteal phase) 
(F=15.20, df=1, 10, p<0.01), no effect for time dur- 
ing the GIT (F=28.49, df=10, 1, n.s.), and no Phase 
by Time interaction (F=19.18, df=10, 1, n.s.). The 
Spielberger State Anxiety Scale scores also reflected 
more symptoms at baseline during the luteal phase 
than during the follicular phase (luteal phase: 49.4+ 
11.7; follicular phase: 34.5+12.1; paired t=3.76, df= 
10, p<0.05). Some patients experienced symptoms of 
clinical hypoglycemia at their glucose nadirs but did 
not experience increased mood ratings (anxiety, anger, 
and depression). 

We examined the effect of menstrual cycle phase on 
the total symptom score (the total for all 27 items rated 
with the visual analogue scales) obtained during the 
GTT. An ANOVA with repeated measures showed no 
significant Phase by Time interaction, indicating that 
any changes in the overall severity of symptoms seen 
during the GTT were not a function of menstrual cycle 
phase. We also examined the effect of menstrual cycle 
phase on the degree of increase in symptoms during the 
GTT. The increase was defined as the mean of the total 
symptom scores obtained from the baseline to 60 min- 
utes before the glucose nadir subtracted from the mean 
of the total symptom scores obtained from 30 minutes 
before to 30 minutes after the nadir. For five subjects 
the greatest increase in total symptom score was dur- 
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Peak Nadir (min) 
SD Mean SD Mean SD 
29.4 57.5 8.7 223.6 59.0 
37.6 59.5 9.1 223.6 52.6 





ing the luteal phase, and for six subjects the greatest 
increase occurred during the follicular phase. The 
mean +SD percentage of increase in self-ratings for all 
symptoms was 174.5%+229.2% for the follicular 
phase and 88.6% +71.0% for the luteal phase; the per- 
centage of increase in the self-ratings for hypoglycemia 
symptoms (anxiety, palpitations, hunger, sweatiness, 
dizziness, and shakiness) was 345.0%+535.4% for 
the follicular phase and 244.8%+167.8% for the 
luteal phase. 


DISCUSSION 


In this study, patients with prospectively confirmed 
PMS were given GTTs during the follicular and luteal 
phases of the menstrual cycle. The patients were in 
different mood states during the two phases, as dem- 
onstrated by significantly higher baseline scores on the 
Beck Depression Inventory and the Spielberger State 
Anxiety Scale during the luteal phase. Evidence of hy- 
poglycemia during the GIT in these 11 women with 
PMS was obtained during both the luteal and follicular 
phases, on the basis of both chemical measures (eight 
and six subjects, respectively) ) and clinical measures 
(eight and seven subjects, respectively). These preva- 
lences appear high when compared with those in nor- 
mal samples (17, 20) but are comparable to the rate 
reported for another psychiatric sample by Uhde et al. 
(21). Of those nine patients with panic disorder, eight 
had plasma glucose nadirs below 60 mg/dl during 
GTTs. Our results are also comparable to those of 
Reid et al. (11), who reported that four of six PMS 
patients experienced clinical symptoms of hypoglyce- 
mia in both phases of the menstrual cycle. When our 
patients experienced chemical hypoglycemia, they typ- 
ically also had clinical symptoms of hypoglycemia. Be- 
cause we did not perform GTTs on normal control 
subjects, it is unclear whether the prevalences we ob- 
served are abnormally high. It is, nonetheless, clear 
that the hypoglycemia we observed was not specific to 
the luteal phase. Many patients rated themselves as 
suffering from typical symptoms of hypoglycemia, 
such as trembling (N=5) or sweating (N=7), whereas 
they generally did not rate themselves as having more 
irritability or depression, symptoms often endorsed by 
those suffering from PMS. Additionally, when asked if 
the symptoms during the GTT paralleled those consti- 
tuting their PMS, the patients uniformly responded in 
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the negative. In the study by Uhde et al. (21), panic 
disorder patients reported that the symptoms experi- 
enced during the study were qualitatively different 
from their naturally occurring panic attacks. It there- 
fore appears that differences in glucose tolerance re- 
lated to menstrual cycle phase cannot be responsible 
for PMS. It further appears that while PMS symptoms 
overlap those experienced during hypoglycemia, they 
are sufficiently different to warrant abandoning the hy- 
pothesis that PMS is hypoglycemia. 
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Tridimensional Personality Questionnaire Scores 
of Sons of Alcoholic and Nonalcoholic Fathers 


Marc A. Schuckit, M.D., Michael Irwin, M.D., and Heike I.M. Mahler, Ph.D. 


The authors studied 33 men whose fathers had se- 
vere alcohol-related problems and 33 subjects with no 
family history of alcoholism. The former supplied in- 
formation about the course of their fathers’ alcohol 
problems; all 66 men answered questions about their 
own drinking and drug use and completed the Tridi- 
mensional Personality Questionnaire. There were no 
significant relationships between any of the 18 ques- 
tionnaire scores and a subject’s quantitylfrequency of 
drinking or his family history of alcoholism. There was 
only one significant correlation between the alcoholic fa- 
thers’ type 2 characteristics, according to the type Iltype 
2 theory, and the sons’ questionnaire scores. The rele- 
vance of these findings to the theory is discussed. 

(Am J Psychiatry 1990; 147:481-487) 


he causes of alcoholism, the treatment needs, and 
the clinical patterns among alcoholics appear to 
be diverse. Even after diagnostic criteria for alcoholism 
are carefully used to identify the 70% or more of al- 
coholic men and women with no prior psychiatric syn- 
dromes, the remaining patients probably still represent 
multiple subpopulations with unique characteristics. 
One attempt to identify relevant patient subgroups 
has been made by Cloninger et al. (1, 2), who place 
alcoholics either into two extreme subtypes or on a 
continuum based on their clinical characteristics and 
personality profiles. They hypothesize that men and 
women with the type 1 extreme have a disorder that is 
more responsive to environment and less related to 
genetic factors, in which the onset of relatively mild 
alcohol problems occurs after the age of 25. According 
to this theory, type 1 alcoholics are eager to please, are 
sentimental, seek social approval (i.e., demonstrate 
high reward dependence), are cautious and likely to 
worry (i.e., have high harm avoidance), and tend to be 
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reserved and a bit rigid (i.e., show low novelty seeking) 
(2). The typical type 2 alcoholic is a man who has a 
disorder that is thought to be highly influenced by he- 
redity, with early onset of severe and violence-related 
alcohol problems and a high propensity to abuse 
drugs. His personality has the characteristics of high 
novelty seeking along with low reward dependence 
and low harm avoidance (1—4 and unpublished paper 
by C.R. Cloninger et al., 1983). It is further hypothe- 
sized that novelty seeking is principally related to 
dopamine activity, harm avoidance to serotonin, and 
reward dependence to the norepinephrine neurochem- 
ical system (2). 

As we have recently discussed in other articles (5, 6), 
this model can be difficult to test directly. Most studies 
have looked at more oblique validators, evaluating the 
outcome of logical predictions that should be true if 
the original premises were correct. For example, in 
three separate studies (3, 4, 7), von Knorring et al. used 
a related series of definitions of type 2 attributes to 
place alcoholics into two discrete categories on the ba- 
sis of 1) the age at which the first major life problems 
due to alcohol use or the first alcoholism treatment 
occurred and 2) the incidence of social complications 
resulting from use of alcohol. In the first study (4), 
consistent with predictions, there was a higher preva- 
lence of drug abuse and criminality among the type 2 
men; however, inconsistent with predictions, these 
same individuals, when compared to type 1 men, did 
not demonstrate a greater risk of psychiatric disorders 


- themselves and there was no greater rate of alcoholism 


in their fathers. In the second study (7), it was found 
that type 2 individuals were more aggressive and had 
more job problems related to alcohol use and more 
arrests, but the study was difficult to evaluate because 
some of the same social difficulties relating to job and 
arrests may have been involved in the definition of the 
type 2 individuals in the first place. In the third study 
(3), while type 2 men had an earlier onset of alcohol- 
ism and showed evidence of less socialization and 
higher levels of verbal aggression, contrary to expec- 
tations, there were no significant differences between 
type 1 and type 2 alcoholic men on measures of im- 
pulsiveness, indirect aggression, guilt, psychological 
anxiety, hostility, irritability, avoidance of monotony, 
or social desirability when they were tested with the 
Karolinska Scales of Personality. 
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Cloninger et al. also have evaluated some individual 
components of their theory. For example, after trans- 
posing teachers’ ratings of 233 11-year-old boys into 
analogues of the three personality dimensions ad- 
dressed on the Tridimensional Personality Question- 
naire, they found that reward dependence had little 
power, whereas high novelty seeking and/or low harm 
avoidance were able to predict the 30 individuals who 
were considered to have abused alcohol by age 27 (1). 
Also consistent with their hypothesis, in a separate 
study male relatives of female alcoholics were different 
from male relatives of male alcoholics on several char- 
acteristics—a finding consistent with the hypothesized 
higher prevalence of type 1 alcoholism among women 
(1, 2). 

Several recent studies from our own laboratory have 
also attempted to test indirectly the relevance of the 
concept of type 1 and type 2 alcoholism. In the first 
evaluation (5), the predictions inherent in the theory 
were explored in 31 sons of carefully defined primary 
alcoholic fathers. The fathers’ alcoholism was rated on 
a scale of 0-5 using characteristics typical of the type 
2 extreme, including onset of severe alcohol problems 
before the age of 25, multiple arrests for drunk driving, 
multiple arrests for public intoxication or drunk and 
disorderly conduct, a history of treatment for alcohol- 
ism, and the absence of any female alcoholic first-de- 
gree relatives. If a predisposition to type 2 alcoholism 
is genetically transmitted, then the study could have 
revealed that the sons of men with more type 2 char- 
acteristics were more likely than the sons of type 1 men 
to show an early onset of drinking, greater alcohol and 
drug intake, and associated problems. However, the 
evaluations did not show any of these predictions to be 
accurate with respect to the sons’ patterns of drug and 
alcohol intake. 

A second investigation from our group (6) evaluated 
characteristics of a separate sample of actual alcoholics 
and also produced negative findings. The study exam- 
ined whether the clinical course of primary alcohol- 
ics was associated with age at onset of alcohol-relat- 
ed problems and with the type 1/type 2 classification 
scheme. In that study, interviews with 171 primary 
alcoholic men consecutively entering an alcohol treat- 
ment program revealed that age at onset of alcoholism 
was by itself correlated with histories of alcohol, drug, 
and childhood criminality problems. Once the age at 
onset of alcoholism was considered, neither classifying 
these alcoholics into discrete type 1 and type 2 cate- 
gories nor placing them along a continuum of type 2 
characteristics as defined by their life pattern of prob- 
lems was consistently associated with the severity of 
the clinical alcoholic histories. These findings under- 
score the clinical importance of age at onset of alco- 
holism and suggest the possibility that the type 2 pro- 
. totype represents a separate diagnosis—antisocial 
personality disorder—and not alcoholism itself. 

The present investigation further expanded our ef- 
forts to test the type 1/type 2 hierarchy as presently 
proposed. To complement the two studies we have just 
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outlined, in this protocol we undertook an analysis of 
the three major personality characteristics evaluated 
on the Tridimensional Personality Questionnaire in a 
sample of 66 men: 33 sons of alcoholic fathers and 33 
control subjects. We hypothesized 1) that regardless of 
family history, the young men who engaged in heavier 
drinking would be more likely to demonstrate the type 
2 profile on the questionnaire, with higher levels of 
novelty seeking and lower levels of harm avoidance 
and reward dependence; 2) that the sons of alcoholics 
would be more likely to demonstrate type 2 character- 
istics than the sons of nonalcoholics; and 3) that 
type 2 characteristics would be especially likely to be 
observed in the heaviest drinkers among the sons of 
alcoholics. 


METHOD 


The 66 men included in this study were identified 
and tested through two stages of work (8, 9). As de- 
scribed previously (5, 6, 8, 9), first a structured ques- 
tionnaire was sent to all male students and nonaca- 
demic staff members at the University of California, 
San Diego, who were 18-25 years old. They were 
asked to supply demographic information and describe 
their medical and smoking histories, their drinking and 
drug-use patterns and problems, and the alcohol-re- 
lated life problems of any of their first-degree relatives. 
The definitions of psychiatric illness and substance 
abuse disorders for the subjects and for their first-de- 
gree relatives followed those outlined in DSM-HI. Po- 
tential subjects were excluded from the study if they 
had serious medical or psychiatric disorders or met the 
DSM-III criteria for alcohol or substance abuse disor- 
der (all exclusions added up to approximately 10% of 
the potential subjects, including less than 2% who 
were excluded for alcohol abuse or dependence). 

Selected individuals were then telephoned to corrob- 
orate key historical data, after which they were invited 
to the laboratory for further evaluations that included 
part of an interview (10) and drawing of blood sam- 
ples. The latter were used to exclude persons who were 
likely to have been drinking heavily enough to alter 
body functioning, as demonstrated by elevated values 
for y-glutamyltransferase level, mean corpuscular vol- 
ume, liver function tests, uric acid level, etc. (11, 12). 

Subsequently, over the next 3 years, 33 young men 
whose fathers met the DMS-III criteria and the Re- 
search Diagnostic Criteria (RDC) (13) for alcoholism 
(alcohol abuse or dependence) in the absence of any 
major preexisting psychiatric disorder were chosen for 
the group with positive family histories of alcoholism 
(14). Eight of these individuals had been included in a 
prior study (5). Because of the presence of alcoholism 
in a first-degree relative, these men would be expected 
to have approximately a fourfold greater risk of alco- 
holism themselves during their lifetimes (8, 9). For 
each of these higher-risk men, a family-history-nega- 
tive control subject was selected on the basis of the 
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TABLE 1. Alcchol-Related Factors Reported for Fathers of 33 
Men With Positive Family Histories of Alcoholism 








Factor N % 
Alcohol problem before age 25 7 21 
Multiple artests for drunk driving 7 21 
Multiple arrests for being drunk and disorderly 

or for public intoxication 5 15 
Lack of a female alcoholic first-degree relative 32 97 
Treatment for alcoholism or experience with 

Alcoholics Anonymous 20 61 








lack of any psychiatric disorder, including alcoholism 
or drug abuse, in any first- or second-degree relative. 
The individuals with positive and negative family his- 
tories were similar in age, sex, race, religion, educa- 
tional level, quantity and frequency of alcohol intake, 
and drug use history. 

As in a prior study (5), the father of each individual 
with a family history of alcoholism was assigned a 
score of 0 to 5 on the basis of the number of type 2 
alcohol-related factors reported for the father. These 
five alcohol-related factors were chosen for evaluation 
because of their relevance to the theory of Cloninger 
and his associates (15) as well as their ready availabil- 
ity in the database already gathered for each individ- 
ual. The five factors for the father included a first ma- 
jor life problem resulting from use of alcohol before 
the age of 25, multiple (two or more) arrests for drunk 
driving, multiple arrests for public intoxication or 
drunk and disorderly conduct, a history of prior treat- 
ment for alcoholism or experience with Alcoholics 
Anonymous, and lack of a female alcoholic first-degree 
relative (see table 1). The analyses relevant to the fa- 
thers’ scores were, of course, carried out only for the 
group who had family histories of alcoholism. 

As part of the protocol, all 66 men were asked to fill 
out the Tridimensional Personality Questionnaire (1, 
2). The fourth version of this questionnaire, circulated 
in May 1987, consists of 100 true/false questions and 
takes approximately 10—15 minutes to fill out. Follow- 
ing the guidelines presented by Cloninger et al. (1, 2), 
we divided the scoring system into three major dimen- 
sions: novelty seeking (nine subscales, including three 
that are generated from the combination of the results 
of other subscales, and a total score), harm avoidance 
(four subscales and a total score), and reward depen- 
dence (two subscales and a total score). While these are 
listed in the official scoring key as 18 separate scores, 
the impulsive (versus reflective) and the impulsiveness 
versus reflection scores are generated from the same 
items. 

The potential relevance of the Tridimensional Per- 
sonality Questionnaire scores of these 66 young men 
(33 pairs of family-history-positive and family-history- 
negative subjects) was tested through a series of steps. 
The initial analyses evaluated in detail the relationship 
between personality profiles and drinking histories or 
family history status. These results were further ex- 
plored in order to better understand the potential in- 
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teraction between the drinking and family factors as 
they relate to personality profiles. First, to test the pre- 
diction that regardless of family history, the heavier- 
drinking individuals among the 66 men would be more 
likely to demonstrate higher levels of novelty seeking 
and lower levels of harm avoidance and reward depen- 
dence, we performed a median split based on the quan- 
tity times the frequency of alcohol intake in the pre- 
ceding 3 months. The 32 individuals whose results 
were above the split and who demonstrated a higher 
quantity/frequency and the 34 who had a lower quan- 
tity/frequency were then compared on all total scores 
and substests of the Tridimensional Personality Ques- 
tionnaire. We used Student’s t test to compare the two 
groups. 

In the second analysis, based on the assumption that 
the subjects with family histories of alcoholism might 
have a genetic predisposition toward alcoholism, the 
Tridimensional Personality Questionnaire scores of the 
33 sons of alcoholics were compared to the scores of 
the 33 sons of nonalcoholics, again by means of Stu- 
dent’s t test. Third, to look at interactions, we performed 
a two-way analysis of variance (ANOVA) evaluating 
the impact of quantity and frequency (high or low in- 
take of ethanol) and the impact of family history of 
alcoholism (positive or negative). Finally, after we as- 
signed each alcoholic father a score of 0—5 on the basis 
of the father’s characteristics on the type 1/type 2 con- 
tinuum, that score and the son’s scores on the Tridi- 
mensional Personality Questionnaire were evaluated 
with Pearson’s correlation coefficient. 


RESULTS 


Consistent with the samples tested in our laboratory 
over the years (5, 6, 8, 9), the 66 subjects had an aver- 
age age of about 22 years, approximately 15 years of 
education, and religious preferences equally divided 
among Protestant, Catholic, and no affiliation. The al- 
cohol consumption histories revealed that, on average, 
the first drink was taken at 14 years. The usual con- 
sumption of alcoholic beverages over the preceding 3 
months consisted of drinking on about 8 days per 
month, with an intake of about three drinks per occa- 
sion (a drink was defined as 12 oz of beer, 4 oz of wine, 
or 1.5 oz of an 80-proof beverage). While many men 
had had an isolated alcohol-related difficulty such as a 
blackout or forgetting part of what happened during 
an evening of drinking, none had severe-enough prob- 
lems to be considered as having alcohol abuse or de- 
pendence. Almost 90% (N=57) of the sample had at 
some time used a drug, most frequently marijuana, and 
a smaller percentage had had experience with other 
drugs of abuse. On the basis of the matching proce- 
dures, there were no significant differences on any of . 
these variables when the individuals with family histo- 
ries of alcoholism were compared with those without 
such a history. 

In the first major analysis, presented in table 2, the 
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TABLE 2. Mean Subscale Scores on the Tridimensional Personality Questionnaire of 66 Men Divided Into Groups First by Quantity/Fre- 


quency of Drinking and Then by Family History of Alcoholism 


Quantity/Frequency of Drinking 


Family History of Alcoholism 











Positive Negative 
Higher (N=34) Lower (N=32) i (N=33) (N=33) : 
Subscale Mean SD Mean SD df=64) Mean SD Mean SD (df=64) 
Novelty seeking 17.0 4.73 17.8 4.72 0.68 17.4 4.05 17.4 5.35 0.03 
Exploratory (versus rigid) 4.3 1.31 4.4 1.16 0.13 4.5 0.91 4.2 1.47 1.01 
Disorderly (versus regi- 
mented) 2.7 1.42 2.8 1.39 0.22 2.5 1.35 3.0 1.42 —1.24 
Excitable/fickle (versus stoic/ 
loyal) 2.3 1.03 2.8 1.05 1.77 2.7 0.98 2.4 1.11 1.41 
Impulsive (versus reflective) 2.8 2.08 2.6 1.81 —0.40 2.3 1.88 3.0 1.94 —1.61 
Dramatic/talkative (versus 
laconic/listener) 2.4 1.38 2.2 1.28 —0.43 2.4 1.39 2.2 1.28 0.37 
Extravagant (versus frugal) 2.5 1.91 3.1 1.39 1.75 3.0 1.37 2.6 1.25 1.31 
Exploratory excitability ver- 
sus stoic rigidity 6.7 1.89 7.1 1.76 1.09 7.2 1.28 6.6 2.22 1.49 
Impulsiveness versus reflec- 
tion 2.8 2.08 2.6 1.81 —0.40 2.3 1.88 3.0 1.94 —1.61 
Extravagance versus reserve 7.6 2.28 8.1 3.07 0.74 7.9 2.63 7.8 2.83 0.18 
Harm avoidance 8.8 5.18 9.5 5.62 0.47 9.2 5.64 9.1 5.19 0.11 
Anticipatory worry and pes- 
simism (versus uninhibited 
optimism) 13 1.52 1.5 1.56 0.49 1.6 1.52 1.3 1.55 0.88 
Tension about uncertainty 
or physical danger 2.4 2.12 2.9 2.09 1.03 2.6 2.03 2.7 2.21 —0.17 
Shyness with strangers 3.0 2.13 2.7 1.93 —0.71 2.8 2.34 2.9 1.82 0.36 
Fatigability and asthenia 2.1 1.05 2.3 1.25 0.92 2.2 1.17 2.2 1.15 0.32 
Reward dependence 19.8 4.77 21.2 4.40 1.29 21.2 4.50 19.8 4.68 1.21 
Social sensitivity versus de- 
tachment 12.1 3.82 13.6 3.61 1.67 13.5 3.55 12.2 3.91 1.38 
Persistence 7.7 2.32 7.6 2.27 —0.13 7.7 2.25 7.6 2.33 0.16 


median split was used to divide the 66 men, regardless 
of family history, into a group with lower and a group 
with higher quantity/frequency of alcohol intake over 
the preceding 3 months. The two groups had means+ 
SD of 5.6+3.46 and 11.2+5.62 days per month, re- 
spectively, on which drinking occurred (t=—4.81, df= 
50.92, p<0.001). They had consumed 2.5+1.16 and 
4.02+1.26 drinks, respectively, per average occasion 
(t=~—4.93, df=64, p<0.001). The mean+SD quantity 
times frequency of alcohol intake was 14.4+10.69 
versus 41.5+16.87 (t=—7.75, df=51.88, p<0.001). 
(Note that the degrees of freedom were based on a 
separate variance figure because of possible inequality 
of variance for the groups.) If Tridimensional Person- 
ality Questionnaire scale scores indicate individuals 
who are more likely to have engaged in heavy drinking 
early in life, then one would predict significantly higher 
scores on the novelty seeking subscales for the heavier 
drinkers, while that same group would be likely to 
have lower scores on harm avoidance and reward de- 
pendence. The first three columns of table 2 indicate 
that no such differences occurred. According to the 
three total scores, the heavier-drinking group had an 
unexpected lower score on novelty seeking, although 
they did demonstrate a trend toward lower scores on 
harm avoidance and reward dependence. A power 
analysis using the approach of Cohen (16) showed that 
to obtain a power of 0.8 with a difference between 
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groups significant at p<0.05 for each of the three total 
scores, samples of 1090, 972, and 308 men, respec- 
tively, would have been required. 

The second group of three columns in table 2 shows 
the Tridimensional Personality Questionnaire scores of 
the 66 men divided into two groups according to the 
presence or absence of a family history of alcoholism 
(N=33 in each group). We predicted that the former 
would demonstrate higher levels of novelty seeking 
along with lower levels of harm avoidance and reward 
dependence. However, there were no significant differ- 
ences between the two family history groups on any of 
the 18 test scores, nor were there consistent trends in 
the predicted directions. The only difference among the 
three total scores was a higher score on reward depen- 
dence for the men with alcoholic fathers, a finding that 
would reach statistical significance if 298 pairs had 
been studied (16). 

Another analysis was done in which the 33 men with 
family histories of alcoholism were studied separate- 
ly. They were divided on a median split of higher 
and lower quantity/frequency of alcohol intake. Once 
again, there were no significant differences on any Tri- 
dimensional Personality Questionnaire scale score, in- 
cluding no difference between the heavier and lighter 
drinkers in mean+SD total novelty seeking score (17.9+ 
4.02 and 17.0+4.15, respectively; t=—0.61, df=31, 
p=0.54), total score for harm avoidance (9.2+5.49 
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and 9.3+5.94, respectively; t=0.05, df=31, p=0.96), 
and total reward dependence score (21.1+4.67 and 
21.4+4.47; t=0.18, df=31, p=0.86). From these re- 
sults, one would correctly predict that when a series of 
2X2 ANOVAs was carried out for each of the 18 Tri- 
dimensional Personality Questionnaire scores in rela- 
tion to the effects of family history of alcoholism, 
quantity/frequency of alcohol intake, and the inter- 
action between the two, no significant main effects 
or interactions would be observed across any of the 
scores. 

It might be argued that using a median split to divide 
the men into groups with higher and lower quantity/ 
frequency of alcohol intake, although appropriate, re- 
sulted in some moderate drinkers being included in 
each group, which might have masked any true differ- 
ences in questionnaire scores between the higher and 
lower quantity/frequency groups. Thus, as a further 
step in evaluating the potential relationship between 
quantity/frequency of drinking and scores on the Tri- 
dimensional Personality Questionnaire, the 25% of the 
subjects who were the heaviest drinkers were com- 
pared to the 25% who had the lowest alcohol intake. 
The mean+SD values for drinking over the preceding 
3 months for the two groups included 14.2+6.35 and 
3.31.92 days of drinking per month, respectively (t= 
—6.56, df=17.73, p<0.001), 3.440.81 and 2.1+1.20 
drinks per occasion, respectively (t= —3.45, df=30, p= 
0.002), and a quantity times frequency of 47.1+18.90 
versus 7.7+7.01 (t=—7.83, df=19.05, p<0.001). Once 
again, no significant differences on questionnaire scores 
across groups were noted. 

The final analysis of this series is presented in table 
3. Here, the 33 alcoholic fathers were characterized on 
a type 1/type 2 continuum on the basis of the presence 
or absence of the five characteristics described in the 
Method section. None of the fathers had zero type 2 
characteristics, 18% (N=6) of the fathers had one type 
2 characteristic, 61% (N=20) had two such charac- 
teristics, 15% (N=5) had three, none had four, and 
6% (N=2) had five. One would expect the number of 
type 2 characteristics displayed by an alcoholic father 
to be positively correlated with his son’s score on the 
novelty seeking subscale of the Tridimensional Person- 
ality Questionnaire and negatively correlated with his 
son’s scores on the harm avoidance and reward depen- 
dence subscales. The sons’ questionnaire scores were 
compared with the fathers’ scores on a 0- to 5-point 
scale. Table 3 demonstrates that of the 18 potential 
scores generated by the Tridimensional Personality 
Questionnaire, only one, the sons’ score on the extrav- 
agant versus frugal subscale of novelty seeking, was 
significantly correlated in the expected direction with 
the fathers’ type 2 characteristics, and even this corre- 
lation was relatively modest. With respect to the three 
total subscale scores, power analyses (16) showed that 
if 193 men had been studied, correlations for both the 
novelty seeking and harm avoidance scores would 
have been significant, but the latter would have been in 
the opposite direction to that predicted by Cloninger 
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TABLE 3. Correlations Between 33 Men's Tridimensional Person- 
ality Questionnaire Subscale Scores and Their Fathers’ Alcohol- 
Related Problem Scores 








Subscale (df=31) p 
Novelty seeking 0.25 0.15 
Exploratory (versus rigid) 0.16 0.37 
Disorderly (versus regimented) —0.09 0.61 
Excitable/fickle (versus stoic/ 
loyal) —0.02 0.90 
Impulsive (versus reflective) 0.22 0.21 
Dramatic/talkative (versus o 
laconic/listener) 0.05 0.77 
Extravagant (versus frugal) 0.39 0.03 
Exploratory excitability versus 
stoic rigidity 0.10 0.58 
Impulsiveness versus reflection 0.22 0.21 
Extravagance versus reserve 0.18 0.31 
Harm avoidance 0.19 0.30 
Anticipatory worry and pessi- : 
mism (versus uninhibited 
optimism) 0.08 0.63 
Tension about uncertainty or 
physical danger 0.26 0.15 
Shyness with strangers 0.18 0.31 
Fatigability and asthenia —0.01 0.97 
Reward dependence 0.13 0.48 
Social sensitivity versus de- 
tachment 0.25 0.16 
Persistence —0.14 0.43 








and associates. To double-check our results, we com- 
pared the questionnaire scores of the men whose fa- 
thers scored in the highest and lowest quartiles on the 
0-5 scale. Consistent with the correlation findings re- 
ported for the entire sample of subjects with alcoholic 
fathers, t tests revealed no significant group differences 
in the predicted directions. 


DISCUSSION 


A search is now underway to identify important sub- 
groups among alcoholics. The successful characteriza- 
tion of alcoholic subsamples may help highlight indi- 
viduals with unique clinical conditions and/or treatment 
needs. Establishing relevant subtypes is also an impor- 
tant initial step in any successful attempt to further our 
understanding of genetic markers of alcoholism, be- 
cause the more homogeneous the population under 
study, the greater the chance of relevant results. 

In this light, Cloninger and colleagues have per- 
formed a great service to our field. They have proposed 
a theory that highlights the heterogeneity among alco- 
holics, the potential impact of both genetic and envi- 
ronmental factors, and the possibility that different in- 
fluences might be relevant in different alcoholic 
subgroups. They have also produced a relatively de- 
tailed theory that can be considered, at least partially 
tested, and modified. 

The present study is the third of a series of investi- 
gations by our group attempting to test indirectly the 
validity of the type 1/type 2 theory by evaluating pre- 
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dictions made from the theoretical construct. In this 
study we assumed that higher levels of novelty seeking 
and lower levels of harm avoidance and reward depen- 
dence would be observed among the young men who 
were the heaviest drinkers as well as among those who 
had alcoholic fathers. On the basis of the type 1/type 2 
theory, it was further predicted that the simultaneous 
consideration of both family history and quantity/fre- 
quency of drinking among young adult men would 
help identify those with the greatest loading for type 2 
characteristics, and that these two factors might be 
related in an even more impressive way to the three 
hypothesized personality dimensions than either the 
pattern of intake or the family history alone. Finally, it 
was assumed that the more clinical characteristics con- 
sistent with type 2 alcoholism that a father demon- 
strated, the greater the likelihood that his son would 
show a type 2 profile on the Tridimensional Personal- 
ity Questionnaire. 

None of the predictions was supported by the data. 
These results are consistent with the two other evalu- 
ations carried out by our group. First, a prior analysis 
(5) demonstrated that the clinical characteristics of the 
sons’ drinking and drug use histories did not correlate 
in any predicted way with the fathers’ positions on a 
type 1/type 2 continuum that used factors similar to 
those we have described. Second, in an evaluation of a 
totally separate group (6)—a consecutive series of al- 
coholics entering an alcohol treatment program—the 
individual alcoholic’s score on a type 1/type 2 contin- 
uum based on his clinical characteristics did not cor- 
relate with additional characteristics that would have 
been predicted from the theory. Indeed, the level of 
relationship between the alcoholic’s clinical course and 
factors that might have been predicted by the theory 
was explained almost totally by one item, the subject’s 
age at onset of the first major life problem resulting 
from alcohol use. This factor, early onset of severe al- 
cohol-related problems, is not new as a correlate of the 
clinical course; it has been discussed in the literature 
since at least the 1960s (17, 18). The ability of a single 
item to explain most of the relationship with the clin- 
ical course in that earlier study raises questions about 
the need for the more sophisticated full theory pro- 
posed by Cloninger and colleagues. The results of the 
present analyses are also consistent with many of the 
findings of von Knorring et al. (3, 4, 7), who noted many 
inconsistencies between the type 1/type 2 continuum 
and personality characteristics among alcoholics. 

As we have stated before (5, 6), it is important to 
recognize that findings inconsistent with a theory in no 
way disprove the overall hypothesis. On the other 
hand, a definitive test of the type 1/type 2 theoretical 
model in which clinical course, personality character- 
istics, and possible neurochemical mediators are con- 
sidered is difficult to carry out. As a result, many of the 
evaluations done by Cloninger and colleagues, by von 
Knorring and associates, and by our group only indi- 
rectly test the hypothesis by evaluating predictions that 
one would expect to be valid on the basis of the hy- 
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pothetical construct. Until a definitive test of the over- 
all theory can be devised, clinicians and theoreticians 
will have to rely on indirect evaluations such as those 
we have reported. 

It is also important to remember that the deficiencies 
in any indirect measure of a hypothesis become even 
more glaring when the findings are basically negative 
(5, 6). In this light, there were imperfections inherent 
in the present study. For example, no Tridimensional 
Personality Questionnaire scores were available for the 
fathers; the alcoholic fathers’ characteristics on a type 
1/type 2 continuum were generated from the best in- 
formation reported by their sons and in a telephone 
interview with a relative whenever the available infor- 
mation was incomplete. In addition, the subjects for 
the study were selected from among young adult em- 
ployees and students-at a university, which raises the 
possibility that potential subjects in their late teens or 
early twenties who had extreme type 2 characteristics 
were excluded from the study because such persons are 
unable to hold jobs or perform as students and thus 
were unavailable. 

On the other hand, the sample (N=66) is large 
enough to begin to test these questions. Indeed, our 
power analyses indicated that for the differences be- 
tween groups on all six total subscale scores in table 2 
to have been significant, an average of about 800 sub- 
jects would have been required, and even then some of 
the results would have been the opposite of those pre- 
dicted by Cloninger and associates. Another strength 
of the study is that projections inherent in the type 
I/type 2 continuum were tested through a variety of 
mechanisms, including establishing the relationship 
between heavier drinking and Tridimensional Person- 
ality Questionnaire scores among the subjects, the re- 
lationship between family history and questionnaire 
scores among the subjects, the interaction between 
family history and heavier drinking as they relate to 
personality measures, and the relationship between the 
fathers’ characteristics and their sons’ scores on the 
questionnaire. Considering the 18 potential scores on 
the questionnaire and the multiple dimensions on 
which the questionnaire data were analyzed, we would 
have expected more than one significant result among 
the more than 50 analyses we carried out. 

We feel that it is likely that the prototype type 2 
alcoholic actually has a separate disorder, antisocial 
personality disorder. Compared to alcoholics, men 
with antisocial personality disorder have a markedly 
different premorbid course and unique levels of resis- 
tance to treatment, and they may evidence separate 
genetic influences (5, 6, 18—22). Thus, despite the high 
prevalence of alcohol and drug problems secondary to 
antisocial personality disorder, it is no more logical to 
consider men with this disorder to be alcoholics than it 
would be to give an individual who is depressed during 
cocaine withdrawal a diagnosis of an independent af- 
fective disorder. Our negative results may reflect the 
relative absence of antisocial personality disorder in 
our subjects and their fathers. 
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In conclusion, consistent with other studies reported 
from our laboratory, the data from the current study 
do not support the potential clinical relevance of the 
Tridimensional Personality Questionnaire in identify- 
ing subjects with unique characteristics related to their 
drinking histories, family histories, or characteristics 
of their fathers’ alcoholism. At the very least, this may 
indicate that the theory of Cloninger and associates 
does not apply equally well to all potential subgroups. 
At the most, the results might indicate that the overall 
theoretical construct requires important revisions. 
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Commentary 


Paradoxical Patient Reactions to Psychiatric Life Support: 
Clinical and Ethical Considerations 


Samuel L. Pauker, M.D., and Arnold M. Cooper, M.D. 


The authors describe cases illustrating two types of 
high-risk and especially difficult suicidal psychiatric in- 
patients, In the first case, a suicidal patient reacted to 
psychiatric life support measures (maximum observa- 
tion) with increasingly life-threatening acting out, ne- 
cessitating a difficult, seemingly paradoxical staff deci- 
sion to withdraw life support. In the second, a patient 
felt to be improving killed herself when life support 
was withdrawn. The authors argue that there are clin- 
ical limits to psychiatric life support and an appropri- 
ate goal of psychiatric treatment is to maximize the 
chances for patient survival, rather than to attempt to 
guarantee such survival. 

(Am J Psychiatry 1990; 147:488-491) 


he two clinical situations we present in this article 
are not new to clinicians; indeed, they are all too 
familiar. These two clinical challenges consume much 
inpatient staff time and energy in the form of deliber- 
ation and concern. In one case, this deliberation was 
prospective: How should we proceed with a suicidal 
patient who reacted negatively to our efforts to keep 
her alive? The other involved a retrospective evalua- 
tion of what was done for a suicidal patient who 
seemed to be improving but then precipitously com- 
mitted suicide. l 
We present these cases because we feel there is an 
important clinical reality that tends to be overlooked 
and/or denied and may be unintegrated in the thinking 
of clinicians and of society at large. It is that there is a 
limit to the powers of our current clinical art and sci- 
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ence to keep psychiatric patients alive and sometimes 
our efforts to foster patient improvement entail taking 
potentially life-threatening risks. Taking such risks is 
inherent in good care, given the limits of our current 
therapeutic capacity. 

Few clinical situations are as difficult and frighten- 
ing to psychiatrists as the care of the seriously sui- 
cidal patient who fails to respond to treatment. Some 
patients remain overtly suicidal despite great efforts 
to provide treatment and life support. In fact, at times 
our attempts to guarantee survival by the use of life 
support systems—such as constant observation—may 
exacerbate psychopathology or deprive the patient of 
an opportunity to achieve a reasonable level of 
autonomy. 

By “psychiatric life support” we mean procedures 
that keep psychiatric patients alive but are not directed 
at ameliorating psychopathology. While medical life 
support usually entails complex modern technologies, 
psychiatric life support involves one-to-one monitor- 
ing of suicidal patients and the interventions required 
to restrain patients from harming themselves, such as 
physical restraint or sedation. Psychopharmacology, 
psychotherapy, and other psychosocial interventions 
are also used in this effort and are usually aimed at 
modifying the course of a disorder, in contrast to life 
support, which is intended to keep a patient alive until 
the course of illness is modified. There are patients, 
however, whose underlying disorders are refractory to 
the treatment interventions currently known to us. We 
may observe these patients for long periods of time, get 
to know them as well as we can, and apply successive 
therapeutic regimens as intensively as possible, and the 
patient may still remain suicidal (1—4). 

The cases of two patients follow. For the first, ex- 
tended life support seemed to inhibit recovery. In the 
second, additional life support might have prevented a 
suicide. 
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CASE REPORTS 


Case 1: The Treatment-Refractory Suicidal Patient 


Ms. A, an unmarried 29-year-old woman, had been given 
diagnoses of dysthymic disorder and mixed personality dis- 
order. This was her fifth psychiatric hospitalization for de- 
pression and suicidality, which had followed the breakup of 
her relationship with a boyfriend. Ms. A’s hospital care in- 
cluded multiple drug treatments for her depression (includ- 
ing phenelzine, lithium, L-triiodothyronine, trazodone, loraz- 
epam, alprazolam, and various combinations of these agents) 
and intensive psychotherapy, with little improvement. She 
required 32 months of almost continuous observation be- 
cause of her increasingly life-threatening acting out. Multiple 
consultations were sought regarding both drug treatment 
and her milieu treatment with maximum observation. A sen- 
ior consultant felt that the maximum observation had be- 
come countertherapeutic, causing Ms. A to regress in the 
hospital, and that the somatic and psychotherapeutic modal- 
ities were providing her little benefit, as she continued to be 
actively suicidal. 

Since the life support was felt to be harming rather than 
helping, it was decided to gradually reduce the observation. 
Ms. A and her family were carefully apprised of the reasons 
for this course of action and the significant risks involved. As 
this treatment plan proceeded, Ms. A was observed to be 
“re-organizing” herself, functioning in a less dependent man- 
ner, and exhibiting less sadomasochistic acting out. During 
this period she superficially cut her wrists and hinted at a 
plan to hang herself, but the staff felt that these were more 
attention-seeking gestures than truly suicidal endeavors. Mo- 
bilization proceeded and Ms. A was eventually able to be 
discharged to an outpatient therapist with whom she had a 
close working alliance. 


This case illustrates that our usual hospital treat- 
ment modalities may exacerbate rather than amelio- 
rate a patient’s condition, creating an environment 
that induces clinical regression and the potential for 
further life-threatening behavior. The multiple expert 
consultations requested reflect the extreme danger that 
the staff perceived for this patient. Ultimately the staff 
recognized that their best treatment efforts had been 
ineffective and that providing a risk-free environment 
was antitherapeutic, They then attempted to fashion a 
treatment that might help to promote the patient’s 
well-being by enhancing her autonomy and responsi- 
bility, rather than providing total protection from risk. 
The treatment team also appreciated that the risks of 
this decision must be shared with the patient and her 
family. 

As the staff’s adoption of Ms. A’s ego functions was 
cautiously reversed and monitoring was withdrawn, 
she made a series of suicidal gestures that, fortunately 
but not predictably, were of minimal seriousness. The 
treatment strategy was successful in this instance. Ms. 
A had a good therapeutic alliance with an outpatient 
psychiatric psychotherapist, which helped sustain her 
during this process, and she was eventually able to be 
discharged. We emphasize, however, that the patient 
might have killed herself, and that other patients in sim- 
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ilar circumstances have done so and will do so in the 
future. 

In the following case vignette, the patient appeared 
to be doing better than Ms. A but killed herself when 
life support was tapered. 


Case 2: The Suicidal Patient Who Seems to be 
Improving 


Ms. B, a young unmarried woman, had been admitted for 
psychiatric hospitalization because of acute psychosis and 
suicidal ideation. Her adolescence had been marked by mul- 
tiple symptoms, including sexual promiscuity, religiosity, re- 
bellion against her parents, substance abuse (marijuana and 
some cocaine), and bulimia. She had also exhibited bizarre 
behaviors, such as stating that she could communicate with 
tiny creatures, having odd decorations in her room, and 
treating pet animals sadistically. Ms. B’s one prior psychiat- 
ric hospitalization had been related to her eating disorder; 
she believed her “stomach was connected to the center of the 
earth.” Before her current hospitalization she had been para- 
noid and said she was being manipulated by the television 
and radio. The bizarre nature and chronicity of her symp- 
toms and a prior poor response to lithium led to the diag- 
nosis of schizophrenia. 

After her workup, Ms. B was treated with neuroleptics, 
psychotherapy, and various milieu therapeutic modalities. 
Given the protracted nature of her illness, after due consid- 
eration the staff believed that Ms. B’s best chance for both 
survival and achievement of the maximum level of adapta- 
tion of which she was capable would be best served by long- 
term hospitalization. 

Ms. B’s initial hospital course was unremarkable. Al- 
though she was psychotic (i.e. had ideas of reference, 
thought others were speaking her thoughts, and exhibited 
paranoia) and suicidal, Ms. B was able to come to the staff 
when feeling suicidal, was reassured by their attention, and 
responded well to restriction to the unit’s central lounge. 

On hospital day 13, Ms. B came in contact with an elderly 
depressed male patient, which seemed to upset her greatly. 
Afterward she precipitously and surreptitiously eloped with 
a strong intent to obtain razor blades and to swallow them 
and kill herself. She was found and brought back to the 
hospital by her mother. After her return, she continued to be 
psychotic and suicidal, Her neuroleptic dose was increased. 
The elopement was felt by the staff to signal a significant 
change; Ms. B could no longer be counted on to come to the 
staff for help when feeling acutely suicidal. From day 13 on, 
therefore, she was placed on round-the-clock observation. 

With the increased neuroleptic dose, Ms. B’s paranoid ide- 
ation diminished. Her active suicidal ideation persisted, how- 
ever, and the maximum observation was continued. ECT 
was considered but postponed in the belief that it might 
interfere with efforts to facilitate Ms. B’s transfer for long- 
term care. Indeed, with the higher dose of neuroleptic her 
mood began to brighten. She rejoined activities and was 
much less suicidal. 

After 22 days of round-the-clock observation her status 
was downgraded, and her monitoring was decreased to 
checks every 15 minutes during the day and constant obser- 
vation at night. For 12 days, at this level of monitoring, Ms. 
B was able to participate in some activities and was more 
communicative with the staff, in whom she could now con- 
fide her periodic passive suicidal ideation. 
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PSYCHIATRIC LIFE SUPPORT 


On hospital day 47, after 34 days of total or partial ob- 
servation, it was felt that maximum observation could be 
discontinued. Three days later Ms. B continued to appear to 
be doing well. After a pleasant telephone call with her 
mother and a conversation with a staff nurse, neither of 
whom detected any special difficulty, with no evident pre- 
cipitant Ms. B went into a bathroom stall, put a plastic bag 
over her head, and asphyxiated herself. She was found a 
short time later and was given cardiopulmonary resuscita- 
tion but was eventually found to be brain dead. 

A follow-up mortality and morbidity conference was held, 
as is the hospital’s usual procedure after a death. It was 
uniformly thought that Ms. B’s diagnosis and treatment had 
been appropriate. Her diagnosis (schizophrenia) and demor- 
alization were seen as high-risk factors in the case. However, 
Ms. B had seemed to be doing better at the time of her suicide 
and during the days before it, after maximum observation 
had been withdrawn. 


This case highlights a number of clinical and ethical 
points. Despite our best clinical efforts we cannot al- 
ways predict underlying suicidality, especially in our 
schizophrenic patients (5, 6). When a patient is im- 
proving, as Ms. B was, and we are trying to switch 
the patient to less restrictive long-term treatment, 
we attempt to transfer self-care functions back to the 
patient. 

Cases such as this one make us wonder if extending 
monitoring for suicidality beyond the point of appar- 
ent clinical improvement would prevent many suicides. 
Despite the potential merits of such an option, clini- 
cians would generally find this an ill-advised and un- 
acceptable clinical precaution. Unlike the monitoring 
of patients who have had myocardial infarctions, who 
may experience life-threatening arrhythmias, psychiat- 
ric life support may be an invasive procedure associ- 
ated with morbidity itself and may delay the patient’s 
reacquisition of self-care capabilities or, as in the first 
case, stimulate regressive self-destructive acts. 


DISCUSSION 


We have identified two kinds of suicidal patients 
who are difficult to manage. The first type seems to 
worsen with maximum observation and improve when 
it is terminated and the patient is given increased re- 
sponsibility for his or her own care. The second type 
seems to be improving but is at risk for unexpected 
suicide when maximum observation is withdrawn. 
Currently there are no means of identifying either type 
of patient despite careful clinical attention. Careful 
study and research are needed to diminish the time 
required to identify the first type of patient and to 
devise some form of extended observation or monitor- 
ing for the second. Despite our best efforts, however, 
we are faced with and will continue to be faced with a 
central clinical ethical dilemma. Psychiatric recovery 
entails the patient’s eventually regaining responsibility 
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for his or her own care. Since this is an important part 
of the recovery process, some small percentage of pa- 
tients will at some point present the kind of risk de- 
scribed in case 2. 

The question of when life support may ethically be 
discontinued has preoccupied medicine since technol- 
ogy has been able to sustain physiological functioning 
in patients who are no longer sentient or whose hope- 
lessness and suffering—and their wish for relief from 
the pain of life—would lead to a wished-for death in 
the absence of life support (7). The comparable re- 
sponse in psychiatry is not technologic; rather, it in- 
vokes a social procedure—maximum observation—to 
maintain life in a patient whose psychiatric disorder 
leads to the determination to die and who does not re- 
spond to available treatments. A psychiatric hospital has 
an obligation to 1) provide a safe haven for the patient, 
2) carefully consider all diagnostic possibilities, 3) offer 
all appropriate treatments, 4) work assiduously at under- 
standing the patient and family to help them overcome 
any resistance to’ compliance, 5) alert the patient and 
family to the risks and limitations, as well as benefits, of 
any treatment effort, 6) take steps to protect the patient 
with all available life support measures pending success- 
ful treatment, and 7) recognize when a treatment has 
failed or is contributing further to morbidity. 

As psychiatrists, we may find it difficult to accept 
that a small percentage of our suicidal patients are 
refractory to the currently available interventions and 
that acceptance of this risk is a critical part of the care 
of psychiatric patients. Like their counterparts in on- 
cology and other medical and surgical subspecialties 
that deal with the severely and terminally ill, some of 
these patients, despite our best efforts, will die. Our 
task is to maximize life support for those who will 
benefit from our treatments while, with the greatest 
caution, we attempt to identify that small group who 
cannot benefit from and may be harmed by prolonged 
psychiatric life support procedures. At some point in 
the care of the nonpsychotic, chronically suicidal pa- 
tient, we must examine whether life support measures 
are contributing to the patient’s morbidity and wheth- 
er their usefulness justifies the drain on the resources 
available for the care of other patients. 

Paradoxically, some patients appear to do worse 
with maximum observation and respond well to the 
judicious return of self-care functions (as in case 1), 
while some who seem to be improving surprise us with 
impulsive lethal acts (as in case 2). Clearly, both 
groups deserve additional study and research. Until we 
better understand the nature of the impulsive, ‘‘unpre- 
dictable” suicide and since we cannot and should not 
keep all improving patients under extended maximum 
observation, we must accept that facilitating patient 
improvement and autonomy will engender a small but 
significant unavoidable risk of mortality. 
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Clinical and Research Reports 





Trial of Fluoxetine Added to Neuroleptics 
for Treatment-Resistant Schizophrenic Patients 


Donald C. Goff, M.D., Andrew W. Brotman, M.D., Meredith Waites, R.N., 
and Scott McCormick, M.D. 





Mean ratings of positive and negative symptoms and 
depression significantly improved in nine treatment-re- 
sistant schizophrenic patients who completed a 6-week 
open trial of fluoxetine added to their neuroleptics. 
The authors identify differences between responders 
and nonresponders and recommend controlled trials. 

(Am J Psychiatry 1990; 147:492-494) 





Ithough conventional antipsychotics produce 
substantial improvement in the majority of 
schizophrenic patients, effective treatments for nonre- 
sponders or partial responders are not currently avail- 
able. One approach to supplementing dopaminergic 
blockade in the treatment of schizophrenia has been 
the use of serotonergic agents. Preliminary trials with 
serotonergic agents have shown positive, although in- 
consistent, effects in combination with antipsychotics. 
Both serotonergic agonists and serotonergic antago- 
nists have been reported to improve schizophrenic 
symptoms—a circumstance that is difficult to interpret 
but that may reflect the complexity of multiple seroto- 
nin (S-HT) receptor types. The immediate precursor of 
5-HT, 5-hydroxytryptophan, is reported to block am- 
phetamine-induced worsening of psychotic symptoms 
in schizophrenic patients (1). In preliminary studies, 
fenfluramine, which decreases plasma levels of 5-HT, 
has been associated with mixed clinical effects. In a 
recent double-blind trial, fenfluramine significantly 
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worsened psychopathology in eight schizophrenic pa- 
tients (2). Among direct serotonin antagonists, both 
the nonselective agent cyproheptadine and the selective 
5-HT, antagonist ritanserin have been associated with 
therapeutic effects (3, 4). These preliminary trials in- 
dicate that serotonergic agents may have therapeutic 
activity in some schizophrenic patients; however, it is 
currently not possible to predict what effect an agonist 
or antagonist may produce. 

We report here a pilot study in which the selective 
5-HT reuptake blocker fluoxetine (5) was added to the 
neuroleptic treatment of chronic, symptomatic schizo- 
phrenic patients. Our rationale for undertaking this 
open trial was initially based on the theory that nega- 
tive symptoms might benefit from a serotonergic ago- 
nist. To our knowledge, the use of fluoxetine in treat- 
ing schizophrenia has not yet been reported. 


METHOD 


The subjects were adult outpatients with diagnoses 
of schizophrenia or schizoaffective disorder, according 
to DSM-III-R criteria, who were treated at a universi- 
ty-affiliated community mental health center. Patients 
were referred by their clinicians on the basis of their 
having chronic, clinically significant positive or nega- 
tive symptoms despite good compliance with their 
treatment regimens for at least 1 year before the study 
began. Their medication regimens had remained un- 
changed for at least 6 months before they entered the 
study. In addition to neuroleptics, anticholinergic 
agents and benzodiazepines were the only concurrent 
medications; these were continued unchanged during 
the study. 

After giving informed consent to participate, pa- 
tients were assessed at baseline with the Brief Psychi- 
atric Rating Scale (BPRS), the Hamilton Rating Scale 
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TABLE 1. Symptom Scores of Nine Schizophrenic Patients Who Completed a 6-Week Trial of Fluoxetine Added to Their Neuroleptics 








Baseline Week 2 Week 4 Week 6 
Scale Mean sD Mean SD Mean SD Mean SD 
BPRS? 46.6 11.1 34.1 5.6 31.6 5.6 31.4 2.6 
Negative symptom scale? 48.3 11.8 35.9 13.7 44.6 13.6 37.3 13.0 
Hamilton depression: scale“ 15.3 11.2 13.3 12.8 10.9 12.2 9.1 9.3 
GASS 33.0 3.5 37.7 10.0 41.8 5.8 38.1 7.9 





pSignificant difference (p<0.05) between baseline and week 2 (t=3.19, df=8), week 4 (t=3.29, df=7), and week 6 (t=3.23, df=8). 
bSignificant difference (p<0.05) between baseline and week 2 (t=2.33, df=8) and week 6 (t=2.67, df=8). 

“Significant difference (p<0.05) between baseline and week 4 (t=4.38, df=7) and week 6 (t=3.05, df=7). 

Scignificant difference (p<0.05) between baseline and week 4 (t=4.12, df=7). 


for Depression, the Scale for Assessment of Negative 
Symptoms, and the Global Assessment Scale (GAS). 
DSM-III-R diagnoses were established by direct clini- 
cal interviews plus chart review and were confirmed by 
a consensus diagnostic conference with each patient’s 
primary clinician, Patients with current major depression 
or past intolerance of antidepressants were excluded. 

Fluoxetine was administered orally at a daily dose of 
20 mg to all patients during a 6-week trial. The scales 
administered at baseline were given to each subject 
again at weeks 2, 4, and 6 by a single nonblind rater. 
In addition, at week 6 the patient’s primary clinician 
was asked to rate the patient’s global response as much 
improved, moderately improved, unchanged, or worse. 

Mean scores on each of the rating scales at baseline 
and at weeks 2, 4, and 6 were compared using paired- 
sample, two-tailed t tests. 


RESULTS 


Fourteen patients (13 with schizophrenia and one 
with schizoaffective disorder, depressed type) started 
the study, and nine patients completed the 6-week 
trial. Five patients dropped out within the first 3 days 
of the fluoxetine trial: two complained of agitation and 
feeling overstimulated, two complained of drowsiness 
and fatigue, and one complained of epigastric discom- 
fort. Dropouts did not differ from completers in mean 
age, neuroleptic dosage, or score on any of the baseline 
rating scales. 

The eight men and one woman who completed the 
6-week trial had a mean+SD age of 38.3+12.8 years. 
Their mean+SD daily neuroleptic dose was 9004447 
mg of chlorpromazine equivalents, and their mean+ 
SD duration of illness was 15.6+10.4 years. 

As shown in table 1, at week 6 mean scores were sig- 
nificantly lower than at baseline on the BPRS (33%), 
the Hamilton scale (40%), and the negative symptom 
scale (23%). The GAS score was significantly im- 
proved (27%) at week 4 only. Scores on individual 
items on the BPRS were reduced from baseline to week 
6 as follows: suspiciousness, 51%; hallucinatory be- 
havior, 30%; conceptual disorganization, 32%; and 
unusual thought content, 15%. Four of the nine pa- 
tients were rated by their primary clinicians at week 6 
as moderately or much improved, five as unchanged, 
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and none as worse. The four patients who were iden- 
tified by their clinicians as responders were younger 
than the nonresponders (28.5+8.8 versus 46.2+9.7 
years) and had a shorter duration of illness (9.2+5.4 
versus 20.6+11.1 years). The responders also had a 
higher mean+SD baseline BPRS score (51.6+10.3 ver- 
sus 38.3+13.3) and baseline Hamilton depression 
score (20.6412.6 versus 8.8+4.0). None of these dif- 
ferences was statistically significant. 


DISCUSSION 


The finding that fluoxetine appeared to significantly 
improve both positive and negative psychotic symp- 
toms, as well as depressive symptoms, in treatment-re- 
sistant schizophrenic patients can only be considered 
as preliminary pending replication by double-blind tri- 
als. Undoubtedly, fluoxetine benefited from a halo ef- 
fect, owing to the enthusiasm associated with using a 
new medication. However, we did not expect to find 
an effect on positive symptoms, and the study patients 
had previously failed to improve in multiple trials of 
adjuvant medication. 

If fluoxetine improves symptoms in a subgroup of 
schizophrenic patients, the mechanism is unclear. The 
fact that responders had substantial ratings of de- 
pression at baseline suggests that the benefit we found 
may in part reflect a nonspecific antidepressant effect. 
However, none of the patients met criteria for major 
depression, and nondepressive symptoms such as au- 
ditory hallucinations and delusions were equally re- 
sponsive. Siris et al. (6) added imipramine to neuro- 
leptics for schizophrenic patients with major and 
minor depression and found a significant therapeutic 
response, but this improvement was restricted to signs 
of depression. 

Another possible explanation for our findings is a 
pharmacokinetic interaction between fluoxetine and 
neuroleptics. Fluoxetine is reported to increase blood 
levels of tricyclic antidepressants (7), and such an effect 
on neuroleptics might have been anticipated on the 
basis of a report that extrapyramidal symptoms wors- 
ened with the addition of fluoxetine to neuroleptic 
treatment (8). An increase in blood levels of neurolep- 
tics seems an unlikely explanation for the therapeutic 
effect in this study, however, since most of the patients 
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were already receiving moderately high doses and had 
taken higher doses in the past without benefit. We did 
not observe worsening of extrapyramidal symptoms in 
the present trial, although formal examination for neu- 
rological side effects was not done. 

Another possible mechanism for the therapeutic ef- 
fect observed in this open trial is a specific effect of 
5-HT on schizophrenic symptoms. This could reflect a 
defect in 5-HT regulation in some neuroleptic-resistant 
schizophrenic patients. Studies of CSF and plasma lev- 
els of S-HT and 5-hydroxyindoleacetic acid, as well as 
preliminary neuroendocrine challenge tests, have sug- 
gested that a subgroup of schizophrenic patients may 
have abnormalities in serotonergic regulation (9). Flu- 
oxetine increases brain levels of 5-HT through specific 
inhibition of reuptake. The effect of repeated dosing 
with fluoxetine on 5-HT receptors remains less clear, 
as most studies have found no effect; however, one 
study reported evidence for down-regulation of high- 
affinity S-HT receptor sites (5). Alternatively, fluoxe- 
tine may act indirectly in these patients by regulating 
dopaminergic activity. Serotonergic pathways exhibit 
complex interactions with dopaminergic systems, in- 
cluding the inhibitory regulation of activity of fore- 
brain dopamine-containing areas (10). 

Double-blind trials are necessary to further evaluate 
the therapeutic benefit and adverse effects of fluoxetine 
as an adjuvant to neuroleptics in treatment-resistant 
schizophrenic patients. Given the present lack of effec- 
tive treatment options for these patients and the recent 
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advances in our understanding of the complex actions 
associated with agents acting on multiple serotonergic 
receptor types, further work with fluoxetine and re- 
lated compounds is of potential importance. 
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Effect of Imipramine on Depression and Immune Status 
in a Sample of Men With HIV Infection 


Judith G. Rabkin, Ph.D., M.P.H., and Wilma M. Harrison, M.D. 


Eleven men with major depression and human im- 
munodeficiency virus (HIV) infection underwent an 
open trial of imipramine. Eight of nine (89%) who 
completed 12 weeks responded. The mean decline in 
T4 cells from baseline was 100 at week 12 and 16 at 
week 26. No major exacerbations of HIV infection 
occurred, 

(Am J Psychiatry 1990; 147:495—497) 





Ithough depressive disorder among human immu- 
nodeficiency virus (HIV) seropositive men has 
been reported, we are unaware of any research regard- 
ing the efficacy of antidepressant treatment or its effect 
on the immune status of seropositive men who do not 
have a diagnosis of acquired immune deficiency syn- 
drome (AIDS). Published findings of the impact of de- 
pression on immunocompetence have been inconsis- 
tent (1). For example, Kronfol et al. (2) reported a 
significantly diminished response to mitogen stimula- 
tion in 26 depressed patients compared to matched 
normal control subjects, but no significant effect of 
severity of depression within the patient group. In con- 
trast, Schleifer et al. (3) found no overall difference in 
immune status between 91 depressed patients and 
matched normal control subjects. Severity of depres- 
sion was associated with reduced mitogen prolifera- 
tion but not with T cell count or natural killer cell 
activity. Earlier, Schleifer et al. (4) had reported re- 
duced lymphocyte stimulation response in depressed 
hospitalized patients but not depressed outpatients. 
Maes et al. (5) found no differences in any immune 
parameter, including T4 cell count, associated with se- 
verity of depression among depressed inpatients. Over- 
all, the relation between mood and immunocompe- 
tence requires further study. 
The in vivo effect of antidepressants on immuno- 
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competence is largely unknown. Two small treatment 
studies have been reported in which no changes in im- 
mune status were found after treatment in patients 
with intact immune systems (6, 7). Miller et al. (8) 
analyzed the in vitro effects of tricyclics on natural 
killer cell activity. Desipramine had an inhibiting ef- 
fect, while imipramine did not, at doses resembling 
those used in clinical practice. This work raises the 
possibility that there is further compromise of immune 
status by some tricyclic antidepressants in the context 
of HIV infection, although natural killer cell activity 
does not translate directly into clinical susceptibility, 
and the effect was not observed with imipramine. 

In order to develop pilot data on these issues, we 
conducted an open study of imipramine in the treat- 
ment of homosexual men with major depressive disor- 
der and HIV infection. 


METHOD 


The sample consisted of 11 seropositive homosexual 
men and one seronegative homosexual man, who was 
included for purposes of confidentiality. To be in- 
cluded in the study, patients had to know their HIV 
test results beforehand, had to have major depres- 
sive disorder and no history of intravenous drug use, 
and had to given written, informed consent for their 
participation. 

The patients’ mean age was 43 years (range=31 to 
56). Two patients had no history of any psychiatric 
disorder, seven had had past episodes of depression, 
one reported past alcohol abuse, and one had had both 
alcohol abuse and depression in the past. The course of 
their depressive illness was episodic rather than 
chronic, and current symptoms were predominantly 
endogenous (e.g., terminal insomnia) rather than atyp- 
ical (e.g., oversleeping). The patients’ medical status at 
baseline ranged from asymptomatic, with or without 
knowledge of low T4 cell count (N=5), to currently 
having HIV symptoms such as night sweats (N=3, in- 
cluding one patient taking azidothymidine). Three sub- 
jects had had past symptoms suggesting immune im- 
pairment, such as shingles and recurrent pulmonary 
infections, but were asymptomatic when they entered 
the study. There was no gross cognitive impairment, as 
assessed by the Mini-Mental State examination. 
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The patients were treated on a fixed-dose schedule 
beginning with 25 mg/day of imipramine and increas- 
ing to 200 mg/day by day 14. After that, doses were 
increased as clinically indicated. Hamilton Rating 
Scale for Depression and Clinical Global Impression 
(CGI) ratings were made at baseline and at the end of 
6 and 12 weeks. T cell subsets were assessed at baseline 
and at weeks 6, 12, and 26. 

We present the absolute number of T4 cells per cu- 
bic millimeter of blood as our index of immune status 
and change. T4 cell count is qualitatively similar to 
other markers such as percentage of T4 cells or ratio of 
T4 to T8 cells (9) and has the advantages of simpler 
communication and broader recognition. 


RESULTS 


After 6 weeks of treatment with imipramine at a 
meantSD dose of 225+40 mg/day, the mean+SD 
Hamilton depression score declined from 16.143.5 to 
6.4+6.3. On the basis of achievement of a CGI score 
of 1 or 2 (much improved or very much improved) at 
week 6, seven patients were responders, one was a 
partial responder, and three were nonresponders. Be- 
tween weeks 6 and 8, the drug was discontinued for 
two patients (because of a severe rash, which resolved 
after discontinuation, for one and because of continu- 
ing diarrhea, which led to low plasma levels of tricyclic 
antidepressant, for the other). At week 12, eight of the 
remaining nine patients were considered clear-cut re- 
sponders, and one was still nonresponsive to imipra- 
mine, to which 25 mg/day of d-amphetamine had been 
added. This patient was then switched to fluoxetine, 
which was effective. Observed side effects for all pa- 
tients were within the range of those seen in depressed 
patients without impaired immune status. 

For the 11 patients who completed 6 weeks of treat- 
ment, the meantSD T4 cell count declined from 
298+125 to 279163, which was not statistically sig- 
nificant (t=0.29, df=10, paired t test). For the nine 
patients who completed 12 weeks of treatment, the 
mean decline in T4 cell count (from a mean+SD of 
347+69 to a mean of 247+78) was statistically sig- 
nificant (t=2.86, df=8, p<0.001). For the eight pa- 
tients who completed 26 weeks of medication treat- 
ment (including the patient who was switched to 
fluoxetine after week 12), the mean decline in T4 cell 
count from baseline to week 26 was 16 cells, which 
was not statistically significant. 

Table 1 shows the changes in T4 cell counts for the 
eight patients for whom we have complete data. The 
pattern of change parallels that reported for all pa- 
tients at each occasion and shows that the transient 
drop and subsequent rise in T4 cell count seen cross- 
sectionally cannot be attributed to the departure from 
the sample of the patient included at week 12 and 
not included at week 26. Overall, the immune status 
measures reflect fluctuations during the 6-month pe- 
riod of observation, with substantial return to base- 
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TABLE 1. Changes in T4 Cell Count in Eight Depressed Men With 
HIV Infection Who Completed 6 Months of Treatment With Imip- 
ramine 





T4 Cell Count 
Mean Change t 


Time Mean SD From Baseline (df=7) p 
Baseline 356 85 — — — 
Week 6 307 134 —49 1.24 0.13 
Week 12 246 84 ~110 2.87 0.01 
Week 26 340 163 —16 0.42 0.34 


line levels and no clinical evidence of increased im- 
mune impairment. 


DISCUSSION 


These preliminary results suggest that depressive dis- 
order in the context of HIV infection is responsive to 
antidepressant medication. Many will find this surpris- 
ing, given the real-life ‘““depressogenic” situation; cer- 
tainly, the patients were surprised and gratified. Fur- 
thermore, the effects of medication on T4 cell counts, 
while observable in the form of fluctuation in labora- 
tory values, were apparently transient and not accom- 
panied by increased infection. The 6-month mean de- 
cline of 16 T4 cells is actually less than expected with 
the passage of time; in HIV infection, there is an esti- 
mated annual decline of 100 T4 cells or 50 cells in 6 
months (10). 

In a longitudinal analysis of T cell counts in a com- 
munity sample of homosexual men with HIV infec- 
tion, Gorman (personal communication, 1989) found 
that five subjects with current major depression, who 
were not treated with antidepressants, had an average 
decline of 32 T4 cells over a 6-month interval. This is 
similar to the change we observed. These findings are 
preliminary evidence of the safety and efficacy of imip- 
ramine. We are undertaking a placebo-controlled 
imipramine study to confirm and extend these findings. 
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Reliability of Categorical and Dimensional Judgments 
of Personality Disorder 


Kurt A. Heumann, B.A., and Leslie C. Morey, Ph.D. 


To investigate interrater reliability on categorical 
and dimensional judgments of personality disorder, 
five clinicians completed five different judgment tasks 


for each of 10 case vignettes. The reliability estimates. 


support previously unconfirmed statements that di- 
mensional judgments are substantially more reliable 
than categorical diagnoses. 

(Am J Psychiatry 1990; 147:498—500) 


I n recent years the classification of personality dis- 
orders has become a controversial topic. One im- 
portant point of dissension surfacing in the literature is 
the appropriateness of a categorical model for patho- 
logical personality (1, 2). DSM-III-R and its precursor, 
DSM-III, provide categorical models for personality 
disorder that have not achieved high levels of interrater 
reliability. A number of authors have suggested that low 
reliability is an inevitable shortcoming of such models of 
personality disorder and that a dimensional model would 
be used with greater reliability. However, no empirical 
evidence directly supports this conclusion. 

The purpose of the current study was to examine the 
reliability of different types of personality disorder 
judgments (i.e., categorical and dimensional) to deter- 
mine which is more reliable. The focus of the study 
was on borderline personality disorder, which is the 
most prevalent personality disorder (3) and receives 
the largest proportion of research attention (4). 


METHOD 


The participants in the study were five clinicians 
from the Nashville area who had a mean+SD of 
11.0+7.5 years of clinical experience. Three were psy- 
chologists and two were psychiatrists. Each clinician 
was provided with a packet containing 10 case vi- 
gnettes and information pertaining to making five dif- 
ferent clinical judgments. The vignettes (available from 
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the second author on request) consisted of 10 prose 
case histories that were selected from various text- 
books and monographs dealing with personality dis- 
orders. These 10 cases had been identified, through 
pilot testing, as representing a wide range of symptoms 
that are potentially relevant to the borderline person- 
ality construct. 

The packet also included descriptive material and 
instructions for making the five judgments: 1) whether 
the patient fulfilled the DSM-III-R criteria for border- 
line personality disorder (i.e., a categorical judgment); 
2) a dimensional prototypicality rating with regard to 
the borderline personality construct, with a high score 
reflecting a “prototypic” (5) borderline patient and a 
low score indicating that the patient was not similar to 
borderline patients; 3) a rating on Cloninger’s (6) nov- 
elty seeking personality dimension, the description of 
which was taken verbatim from his original article; 4) 
a rating on Cloninger’s reward dependent personality 
dimension, also taken verbatim from that article; and 
5) a rating on the dominance-submission dimension of 
the Interpersonal Circumplex, taken verbatim from 
Leary (7). All four dimensional ratings were on 7-point 
scales. The clinicians were asked to read each case and 
then perform the five different diagnostic tasks. The 
order of the diagnostic decisions was counterbalanced 
across case histories, and the order of the case histories 
was randomized across subjects. 


RESULTS 


Descriptive statistics for the ratings are provided in 
table 1. The reasonably large standard deviations of 
ratings across cases indicate that the cases represented 
a wide range of clinical material, further evidenced by 
the finding that the full 7-point range of ratings used 
was for each of the four dimensional measures. 

A repeated measures analysis of variance (ANOVA) 
with each of the clinicians as the independent repeated 
variable, as described by Shrout and Fleiss (8), was 
calculated for each judgment task. The results were 
examined under two differing assumptions: 1) clini- 
cian as a fixed effect and 2) clinician as a random 
effect. From the ANOVA results, intraclass correlation 
coefficients (ICCs) were calculated in these two ways: 
the consistency of the clinician’s ratings as measured 
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TABLE 1. Descriptive Statistics and Interrater Reliability Estimates for Five Clinicians Given Categorical and Dimensional Judgment Tasks 


Relating to Borderline Personality Disorder 





Intraclass Correlation 





Coefficient? Interrater Correlation 

ICC-3 ICC-2 Mean SD 
0.1975 0.0796” 0.1709 0.294 
0.59814 0.27034 0.6294 0.226 
0.60864 0.6288% 0.6382 0.256 
0.67884 0.34894 0.7052 0.308 
0.40764 0.28174 0.4721 0.549 


Judgment Rating 
Percent of cases diagnosed as bor- 
derline (categorical judgment) 22.0 
Prototypicality dimension! 
Mean 3.36 
SD. 2.11 
Dominant/submissive dimension! 
Mean 3.63 
SD 2.30 
Novelty seeking dimension® 
Mean 4.29 
SD 1.93 
Reward dependent dimension‘ 
Mean 3.96 
SD 2.32 
“Formulas for intraclass correlation coefficients were taken from Shrout and Fleiss (8). 
5 <0.05. 
*7-point scale. 
4p<0.001. 


by ICC-3, with clinician as a fixed effect, and the level 
of agreement between clinicians as measured by ICC- 
2, with clinician as a random effect. ICC-3 is equiva- 
lent to coefficient alpha on the dimensional ratings and 
to KR-20 on the dichotomous categorical judgment; 
because coefficient alpha is an extension of KR-20, the 
two metrics allow a direct comparison of the relative 
reliability of the dichotomous and dimensional judgments. 

The reliability values for the different judgments are 
presented in table 1. The ANOVA results indicated 
that all ICCs represented agreement significantly 
greater than chance. In all cases, the four dimensional 
judgments yielded reliability estimates greater than 
that of the categorical diagnosis. 

Interrater correlation matrices were also calculated 
for each of the judgment tasks. The correlation coef- 
ficients were transformed using Fisher’s z transforma- 
tion, and these were averaged across all possible pairs 
of clinicians on each of the judgment tasks. These av- 
erages were then transformed back into correlation co- 
efficients, and these are shown in table 1. To test 
whether the differences in interrater correlations were 
significant, paired-comparison t tests on all possible 
pairs of judgment tasks were calculated. Results indi- 
cated significant differences between borderline and 
prototypicality judgments (t=4.15, df=9, p<0.01), 
borderline and dominant/submissive judgments (t= 
3.40, df=9, p<0.01), borderline and novelty seeking 
judgments (t=3.89, df=9, p<0.01), and novelty seek- 
ing and reward dependent judgments (t=2.43, df=9, 
p<0.05). 


DISCUSSION 


The results obtained in this study support the often 
cited contention that dimensional ratings of personal- 
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ity disorder are more reliable than categorical ones. 
Table 1 demonstrates that all three estimates of reli- 
ability are better for the dimensional ratings, and the 
results of the paired comparisons suggest that these 
differences are significant except in the case of the re- 
ward dependent scale. 

While these data are encouraging, certain shortcom- 
ings should be kept in mind. The participants came 
from a variety of clinical settings but were from a lim- 
ited geographical area. The use of written case vi- 
gnettes, although widely done in previous reliability 
studies, imposes certain diagnostic limitations that 
may not pertain to live interviews. Furthermore, since 
the only categorical judgment task in the study in- 
volved borderline personality disorder, these results 
may not apply to other axis II or to axis I diagnoses. 
However, there is little reason to suspect that the re- 
sults should be specific to the construct of borderline 
personality. 

A valid construct loses clinical utility if diagnosti- 
clans cannot agree on it or are inconsistent in their 
ratings when using it. The results of this study suggest 
that this may be true for borderline personality disor- 
der. While Mellsop et al. (9) found reliability of the 
borderline diagnosis to be somewhat higher (kappa= 
0.29), the reliability estimate from the current study, 
which may be used to generalize to other populations, 
was 0.0796. It was anticipated that including the 
DSM-III-R criteria verbatim in the material would 
lead to greater agreement. Thus, the low reliability of 
the categorical judgment found in this study is partic- 
ularly noteworthy. 

While these data do not point to any specific dimen- 
sional system as optimal, they do provide empirical 
support for the claim that dimensional systems of per- 
sonality disorder are more reliable than categorical 
systems. However, these results do not imply that a 
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dimensional model is necessarily a more valid repre- 
sentation of personality disorder than a categorical ap- 
proach. Determining the dimensions that best map the 
domain of personality disorders is a different question, 
to be investigated by future research. 
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Effects of Methylphenidate on Early Adolescent Growth 


Jennifer Vincent, M.D., Christopher K. Varley, M.D., 
and Patti Leger, A.R.N.P., M.N., C.S. 


Thirty-one hyperactive adolescents treated with meth- 
ylphenidate for at least 6 months demonstrated no sig- 
nificant deviation from expected height and weight 
growth velocities. In contrast to findings in prepubertal 
children, these results suggest that early adolescent 
growth is insensitive to methylphenidate. 

(Am J Psychiatry 1990; 147:501-502) 


N {| ethylphenidate, a stimulant medication fre- 

quently used in the management of attention- 
deficit hyperactivity disorder, has been reported to 
have growth-suppressant effects in children. Some 
studies have suggested a temporary falling off from 
weight and height percentiles, with a possible period of 
growth rebound, or accelerated growth velocity, after 
the first year of treatment (1). Others have described 
growth inhibition only after 2 or more years of treat- 
ment (2). Recent reports have proposed that stimulant 
use during childhood has no significant impact on 
adult height and weight (3). 

An increased awareness of the persistence of treat- 
ment-responsive attention-deficit hyperactivity disor- 
der into adolescence has prompted an upsurge in 
methylphenidate use in this age group (4, 5). At the 
same time, critical scrutiny of psychostimulant use 
has intensified, with particular concern raised regard- 
ing potential adverse effects (6). Clearly, a considered 
approach to methylphenidate use in the adolescent 
age group, focusing on safety as well as efficacy, is 
warranted. 

Methylphenidate’s influence on early adolescent 
growth velocities has not been widely studied. Preclin- 
ical studies of methylphenidate-treated rats have ob- 
served a temporary falling off from height and weight 
percentiles in prepubertal but not adolescent animals (7). 

The present study reviewed serial measurements of 
height and weight in methylphenidate-treated adoles- 
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cents. Its purpose was to describe the impact of meth- 
ylphenidate on the rapid growth velocities of early ad- 
olescence (the growth spurt), which peak between 11.5 
and 15.0 years (8). 


METHOD 
Subjects 


The records of a university-affiliated outpatient child 
psychiatry service were reviewed for all patients with a 
diagnosis of attention-deficit hyperactivity disorder 
who received methylphenidate continuously for at 
least 6 months at some time after their 12th birthday. 
Thirty-one adolescents (25 boys and six girls) who met 
these criteria were identified. At the starting time of 
data collection, the mean+SD age of subjects was 
12.9+0.8 years. 

Subjects had been evaluated by the method de- 
scribed by Varley and Trupin (9), including clinical 
interview of the adolescent and family, focused neuro- 
logical examination, the Conners Abbreviated Teacher 
Rating Scale, the Conners Abbreviated Parent Rating 
Scale, and a double-blind, placebo-controlled meth- 
ylphenidate trial. Each subject met DSM-III criteria 
for attention-deficit disorder with hyperactivity and 
had no other major medical illnesses. The total dura- 
tion of methylphenidate treatment, including the study 
period, ranged from 6 months to 6 years, 11 months: 
15 subjects received medication for 6--12 months, nine 
subjects for 1—4 years, and seven subjects for 5—7 
years. Analysis of age, gender, dose, and other charac- 
teristics on the basis of length of treatment was not 
feasible because of sample size. 

The mean+SD daily dose of methylphenidate re- 
ceived during the observation period was 34+14 mg, 
or 0.75+0.29 mg/kg of body weight. Subjects were 
treated steadily, without drug holidays. Boys and girls 
did not differ significantly in age or dose. 


Procedure 


Two measurements of height and weight, 6—12 
months apart (mean+SD 221457 days), were re- 
corded for each subject. Subjects were measured in 
indoor clothing and stocking feet on a platform scale. 
Measurements were noted by the treating clinician; 
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TABLE 1. Expected and Observed Heights and Weights of 31 Hyperactive Adolescents Treated With Methylphenidate 














Height Weight 
Measure (cm) Percentile Measure (kg) Percentile 
Item Mean SD Mean SD Mean SD Mean SD 
Expected 158.7 10.2 50.7 31.1 48.1 10.6 46.5 28.9 
Observed 158.7 9.8 50.3 30.1 47.9 10.3 46.3 29.1 











weight was determined to the nearest 0.1 kg, and 
height to the nearest centimeter. Percentile ranks were 
assigned to the initial height and weight points (time 1) 
by using age- and sex-matched tables from the Na- 
tional Center for Health Statistics (8). These percentile 
ranks were extrapolated to the date of the second set of 
growth measures (time 2) and the corresponding 
height and weight identified as “expected” values for 
time 2. The difference between the expected and ob- 
served (i.e., measured) height and weight at time 2 was 
calculated for each subject. Initial measurements were 
randomly distributed throughout the year so as to 
eliminate any seasonal effects. 


RESULTS 


Table 1 presents data on expected and observed 
height and weight measurements for the 31 hyperac- 
tive adolescents at time 1 (percentile) and time 2 (meas- 
ure). Paired-samples two-tailed t tests demonstrated no 
significant difference between expected and observed 
height at time 2 for the group as a whole (t=—0.19, 
df=30, p<0.85) or between expected and observed 
weight at time 2 for the group as a whole (t=—0.52, 
df=30, p<0.61). 


DISCUSSION 


The results of this retrospective study suggest that 
methylphenidate use, at customary doses (4, 10), does 
not noticeably impair early adolescent growth veloci- 
ties over 6—12 months of treatment. This finding con- 
trasts with reports of at least temporary methylpheni- 
date-induced growth suppression in children and may 
indicate that early adolescent growth is relatively in- 
sensitive to methylphenidate administration. The re- 
sults for this group are consistent with those reported 
for methylphenidate-treated laboratory animals (7). 
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Given the current level of concern regarding poten- 
tial adverse effects of the medication, it is important 
that the preliminary findings reported here be substan- 
tiated and replicated with larger sample sizes and 
longer time intervals. This would permit analyses of 
sex differences and variation in growth effects with 
daily dosage (especially at higher doses) and cumula- 
tive dosage and elicit those effects which may emerge 
only after longer periods of treatment. On the basis of 
the findings presented here, it appears that heightened 
concern regarding the effects of methylphenidate on 
growth may not be warranted for the adolescent hy- 
peractive population. 
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Weight Gain Associated With Clozapine 


Seth Cohen, M.D., John Chiles, M.D., and Amy MacNaughton, R.N., C., B.S.N. 


Six of seven patients treated with clozapine gained 
6—69 lb. Because of clozapine’s anticipated availability 
in the United States, clinicians should be aware of this 
possible side effect, which, to the authors’ knowledge, 
has not been reported previously. 

(Am J Psychiatry 1990; 147:503-504) 





lozapine, an atypical antipsychotic drug, holds 

promise for the treatment of refractory schizo- 
phrenia, for negative symptoms of this illness, and for 
schizophrenic patients with tardive dyskinesia. Its side 
effect profile is rather benign except for possible agran- 
ulocytosis, which has a cumulative incidence of 2% 
after a year of treatment. The most frequent adverse 
reactions noted by Kane et al. (1) included drowsiness, 
tachycardia, constipation, dizziness, and salivation. 
Weight gain is a troublesome side effect associated 
with typical neuroleptics but was not seen in Kane et 
al.’s study, nor, as far as we know, has it been reported 
anywhere else in the literature. 

Because it is anticipated that clozapine will soon be 
available in the United States, the clinician should be 
aware of new side effects as they manifest themselves. 
Of the seven schizophrenic patients we have treated 
with clozapine, six gained weight, substantial amounts 
in five cases. Weight was monitored by means of initial 
and serial measurements during the patients’ clinic 
appointments. 


CASE REPORTS 


Case 1. Ms. A, a 26-year-old white woman, had a diag- 
nosis of chronic schizophrenia, disorganized type. She had 
previously been treated with thiothixene and tiospirone (an 
investigational atypical neuroleptic) without weight gain. 
While taking chlorpromazine, she gained 40 Ib. While taking 
clozapine (maximum dose, 400 mg/day) for 9 months, she 
gained 69 |b (from 140 to 209 Ib). Her ideal body weight was 
127-141 Ib (2). 
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Case 2. Ms. B, a 23-year-old white woman, had been di- 
agnosed as having chronic schizophrenia, paranoid type. She 
had been treated previously with perphenazine and haloper- 
idol without weight gain. While taking trifluoperazine, she 
gained 15 lb. While taking clozapine (maximum dose, 550 
mg/day) over 44 months, she gained 17 lb (from 116 to 133 
lb). Her ideal body weight was 111-124 Ib. 


Case 3. Mr. C, a 22-year-old white man, had a diagnosis 
of chronic schizophrenia, disorganized type. He had been 
previously treated with thioridazine, perphenazine, trifluo- 
perazine, thiothixene, and molindone and had not gained 
weight. He received clozapine (maximum dose, 300 mg/day) 
for 2 months and gained 6 lb (from 157 to 163 Ib). His ideal 
body weight was 141-160 lb. 


Case 4. Mr. D, a 26-year-old white man, had a diagnosis 
of chronic schizophrenia, residual type. He had been previ- 
ously treated with fluphenazine and tiospirone without 
weight gain. While taking clozapine (maximum dose, 175 
mg/day) for 7⁄2 months, he gained 17 Ib (from 167 to 184 
lb). His ideal body weight was 149-168 Ib. 


Case $. Ms. E, a 31-year-old white woman, had a diag- 
nosis of chronic schizophrenia, undifferentiated type. She 
had been treated previously with chlorpromazine, thiorid- 
azine, haloperidol, trifluoperazine, thiothixene, fluphena- 
zine, loxapine, molindone, and tiospirone without weight 
gain. While taking clozapine (maximum dose, 500 mg/day) 
for 9 months, she gained 21 lb (165 to 186 lb). Her ideal 
body weight was 134~151 Ib. 


Case 6. Ms. F, a 45-year-old white woman, had been di- 
agnosed as having chronic schizophrenia, undifferentiated 
type. Previously she had been treated with chlorpromazine, 
mesoridazine, trifluoperazine, thiothixene, fluphenazine, hal- 
operidol, loxapine, molindone, and tiospirone without 
weight gain. While taking clozapine (maximum dose, 600 
mg/day) for 7 months, she gained 18 Ib (from 185 to 203 Ib). 
Her ideal body weight was 137~155 lb. 


Case 7. Ms. G, a 29-year-old white woman, had a diag- 
nosis of chronic schizophrenia, undifferentiated type. She 
had previously been treated with chlorpromazine, perphena- 
zine, trifluoperazine, thiothixene, haloperidol, acetophena- 
zine, molindone, and tiospirone without weight gain. She 
took clozapine (maximum dose, 500 mg/day) for 4 months 
and did not gain weight (from her initial 191 lb). Her ideal 
body weight was 155—176 lb, 
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DISCUSSION 


We have treated seven patients with clozapine over 
the past 2 years, and six have gained weight. These 
patients had taken clozapine for 2 to 9 months (mean, 
6.5 months) and gained from 6 to 69 lb (mean, 24.7 
lb). Four of our patients had started taking clozapine 
while at weights in their ideal ranges (cases 1-4) but 
exceeded those ranges while taking clozapine. How- 
ever, the magnitude of patient 3’s weight gain (6 Ib) 
was unimpressive. The other two patients who gained 
weight (patients 5 and 6) each started taking clozapine 
while weighing more than the maximum ideal weight 
and then gained a significant amount of additional 
weight. Our patients had been previously treated with 
two to nine neuroleptics; one patient had gained 40 lb 
while taking chlorpromazine, and another had gained 
15 lb while taking trifluoperazine. They reported no 
weight gain with any other neuroleptic. To our knowl- 
edge, ours is the first report of weight gain associated 
with clozapine. 

Neuroleptics have serotonergic- and noradrenergic- 
blocking effects, which could lead to weight gain (3). 
Amidsen (4) reported that 80% of his patients treated 
with oral chlorpromazine gained weight and were at 
least 5% over their ideal weights and that the weights 
of 25% of the patients were excessive. Harris and Eth 
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(5) found weight gains in 85% of their patients treated 
with chlorpromazine, 82% of those treated with thi- 
othixene, and 38% of those treated with fluphenazine. 
Weight loss has been reported with molindone (anoth- 
er atypical neuroleptici and is hypothesized to be an 
anorexigenic effect of the medication (6). 

Clozapine is not associated with tardive dyskinesia, 
causes few extrapyramidal symptoms, and is a treat- 
ment option for patients refractory to the typical neu- 
roleptics. Our experience with a small sample of pa- 
tients indicates it might cause the same weight gain 
seen with the typical neuroleptics. 
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Vitamin E in the Treatment of Tardive Dyskinesia 


Ahmed M. Elkashef, M.B.B.Ch., Paul E. Ruskin, M.D., 
Norman Bacher, M.D., and David Barrett, M.D. 


Eight subjects with persistent tardive dyskinesia 
were treated with vitamin E and placebo in a random- 
ized, double-blind crossover study. Their mean score 
on the Abnormal Involuntary Movement Scale (AIMS) 
was significantly lower after treatment with vitamin E 
than after placebo administration. 

(Am J Psychiatry 1990; 147:505-506) 








aR ardive dyskinesia is a common, often irreversible 
side effect of neuroleptic medication. Although a 
number of psychopharmacologic treatments have been 
tried to alleviate this side effect, no effective treatment 
has been found (1). 

It has been theorized that persistent tardive dyskine- 
sia is caused by free radical toxicity in the basal ganglia 
(2). This toxicity leads to destabilization of neuronal 
membranes through lipid perioxidation (3). Neurolep- 
tic medications have been shown to increase, at least 
initially, the turnover of catecholamines, especially 
dopamine, in the brain (4). Increased dopamine me- 
tabolism could lead to greater production of cytotoxic 
free radicals. Vitamin E, with its antioxidant proper- 
ties, could neutralize the damaging effects of these free 
radicals (5, 6). Thus, vitamin E might be an effective 
treatment for tardive dyskinesia. Its side effects are 
usually mild and well tolerated. They include nausea, 
vomiting, abdominal cramps, diarrhea, headache, fa- 
tigue, and, if there is a history of allergy, skin rash. 

A recent double-blind crossover study demonstrated 
the efficacy of vitamin E in the treatment of tardive dys- 
kinesia (7). The current study replicates that finding. 


METHOD 


Outpatients at a Veterans Administration mental 
hygiene clinic were recruited for the study. The inclu- 
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sion criteria were a DSM-III-R diagnosis of schizo- 
phrenia or schizoaffective disorder, a research diagno- 
sis of tardive dyskinesia (8), and an age between 18 
and 75 years. The exclusion criteria were significant 
medical illness, history of allergy to vitamin E, and 
pregnancy. The diagnosis of tardive dyskinesia was 
made by two independent raters using the Abnormal 
Involuntary Movement Scale (AIMS) (9). 

Ten patients met the criteria and signed informed 
consent statements. Two did not complete the study; 
one patient was noncompliant and the other experi- 
enced substantial side effects (nausea) while taking pla- 
cebo. The mean+SD age of the remaining eight pa- 
tients was 56.6+12.0 years. Seven were male, and one 
was female. All of the subjects had taken neuroleptics 
for at least 15 years, and their tardive dyskinesia had 
been diagnosed 3.8+2.8 years previously (for two pa- 
tients the initial date of diagnosis was unknown). 

The study lasted 10 weeks. Constant doses of all 
nonprotocol medication were maintained throughout 
the study. All but one of the subjects (patient 1) were 
taking neuroleptic medication. During the first 2 weeks 
of the study, all subjects were observed while taking 
their current medications. The subjects were then as- 
signed in a random, double-blind manner to either 
vitamin E or placebo for 4 weeks, after which they 
crossed over to the other treatment for a second 4- 
week period. The dose of vitamin E was 400 IU/day for 
the first week, 400 IU b.i.d. for the second week, and 
400 IU t.i.d. for the final 2 weeks. The subjects were 
evaluated biweekly by a blind trained rater using the 
AIMS and the Brief Psychiatric Rating Scale (BPRS) 
(10). Placebo-drug differences were examined with re- 
peated measures analysis of variance (ANOVA). 


RESULTS 


As shown in table 1, the AIMS scores were signifi- 
cantly lower after treatment with vitamin E (meant 
SD=6.75+3.90) than after placebo administration 
(8.5643.25) (F=6.21, df=1, 6, p<0.05). A carryover 
or order effect was ruled out (F=0.20, p>0.05). We 
chose a 30% reduction in AIMS score as the criterion 
for good response to vitamin E. Five of the eight pa- 
tients had reductions of 30% or more from baseline. 
Patients with buccolingual movements (patients 2—4) 
or with dystonia in addition to the dyskinesia (patient 
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TABLE 1. AIMS Scores of Eight Patients With Tardive Dyskinesia in Crossover Study of Vitamin E and Placebo 





Medication AIMS Score 
Anticholinergic First After After 
Patient Neuroleptic or Other Condition? Baseline Vitamin E Placebo 
1 i None None Placebo 9.0 3.5 9.0 
2 Perphenazine None Vitamin E 6.0 4.0 4.5 
12 mg/day 
3 Fluphenazine, Propranolol, Placebo 8.0 5.0 6.0 
7.5 mg/day 80 mg/day 
4 Thioridazine, None Vitamin E 10.0 6.0 6.5 
150 mg/day 
5 Thioridazine, None Vitamin E 9.0 5.5 8.5 
100 mg/day 
Haloperidol, Cyproheptadine, Vitamin E 6.5 6.0 8.5 
40 mg/day 8 mg/day 
7 Haloperidol, Benztropine, Placebo 14.0 13.5 13.0 
4 mg/day 4 mg/day 
8 Thiothixene, Benztropine, Vitamin E 13.0 10.5 12.5 
20 mg/day 2 mg/day 





“The baseline severity of tardive dyskinesia was closely matched in the two groups. The two patients who dropped out received placebo first. 


1) improved the most. One patient experienced mild 
diarrhea, which lasted for 2 days and resolved spon- 
taneously while the patient continued to take the drug, 
The BPRS scores did not show any significant changes. 


DISCUSSION 


Although conclusions based on such a small sample 
must be made with caution, our results replicate the find- 
ings of Lohr et al. (7). Both studies demonstrate the ef- 
ficacy of vitamin E in the treatment of tardive dyskinesia. 

These studies involved patients with long-standing 
tardive dyskinesia. If vitamin E works by neutralizing 
the toxic effects of free radicals in the brain, then vi- 
tamin E might also be effective if used prophylactically, 
to prevent neuronal damage before it occurs. Addi- 
tional research is indicated to further elucidate the role 
of vitamin E in the treatment and prevention of tardive 
dyskinesia. 
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Surreptitious Drug Use by Patients in a Panic Disorder Study 


Duncan B. Clark, Ph.D., M.D., C. Barr Taylor, M.D., 
Walton T. Roth, M.D., Chris Hayward, M.D., M.P.H., Anke Ehlers, Ph.D., 
Jürgen Margraf, Ph.D., and W. Stewart Agras, M.D. 


In a double-blind, placebo-controlled trial compar- 
ing alprazolam and imipramine for panic disorder, se- 
rum analysis revealed that a substantial proportion of 
the patients took explicitly prohibited anxiolytic med- 
ication. Excluding these patients changed the results. 

(Am J Psychiatry 1990; 147:507-509) 


hile the psychological aspects of the placebo ef- 

fect have been extensively analyzed and dis- 
cussed (1) and surreptitious drug use has been noted in 
panic disorder research patients (2), the possibility that 
some placebo responders may be surreptitiously taking 
prohibited medications has not been addressed. When 
subjects’ taking prohibited medications is acknowl- 
edged as a potential problem, experimenters usually 
rely on the patients themselves to report their use of 
these medications (3). The purpose of this study was to 
determine, by serum analysis, the frequency of surrep- 
titious medication use in a placebo-controlled drug 
trial for panic disorder, to characterize patients who 
took prohibited medication, and to test whether or not 
inclusion of these patients changed the results. A more 
detailed report of the results with regard to cardiovas- 
cular side effects and clinical outcome is in press (4). 


METHOD 


Seventy-nine outpatients were recruited through the 
mass media to participate in a study comparing phar- 
macologic treatments for panic disorder. The mean+ 
SD age of the patients was 35.149.2 years; 21 (27%) 
were male and 58 (73%) were female. They were given 
the Structured Clinical Interview for DSM-III (5), 
medical histories were taken, and physical examina- 
tions, routine blood and urine tests, and thyroid func- 
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tion tests were performed. Patients were eligible for the 
study if they had at least some spontaneous panic at- 
tacks, had panic attacks with four symptoms occurring 
during an attack, or had had at least one panic attack 
each week for the past 3 weeks. Patients were excluded 
if they had diagnoses of primary affective disorder, 
alcohol or drug abuse, psychosis, or obsessive-compul- 
sive disorder or if they were acutely suicidal, pregnant, 
or lactating or had a significant medical disorder. The 
procedures for the study were fully explained, and in- 
formed consent was obtained. 

All patients were asked to be drug free for at least 2 
weeks before baseline assessment and to take only pre- 
scribed study medication during treatment. Blood sam- 
ples were taken and clinical measures were obtained 
for all patients at baseline and after 4 and 8 weeks of 
treatment. The serum analyses were for imipramine, 
desmethylimipramine, diazepam, desmethyldiazepam, 
and alprazolam; the results were available after all pa- 
tients had completed the study. 

Panic attacks and phobic avoidance were selected as 
the primary outcome measures. The mean number of 
panic episodes per week was determined from patient 
diaries and included anticipatory, situational, sponta- 
neous, and limited-symptom panic attacks (6). A clin- 
ical measure of phobic avoidance was derived from 
questions from the Marks-Matthews Fear Inventory 
(7), with two added items (i.e., feeling trapped or 
caught in closed places and fear of being left alone). 
Data on a variety of other clinical measures were also 
collected. 

Of the 79 patients beginning treatment, 26 were ran- 
domly assigned to placebo, 27 to imipramine, and 26 
to alprazolam. Medications were dispensed in identical 
capsules of placebo, alprazolam (1 mg), or imipramine 
(30 mg). Medication was increased until patients were 
free of panic attacks, suffered from unpleasant side 
effects, or were taking 10 tablets per day. The average 
daily doses of medications at the end of 8 weeks of 
treatment were 3.7 (range=1—8) mg of alprazolam and 
147 (range=30-270) mg of imipramine. 


RESULTS 


At baseline 17 (22%) of the 79 patients were found 
by serum analysis to have measurable blood levels of 
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TABLE 1. Study Completion Rates and Changes in Symptoms of 79 Panic Disorder Patients Who Did or Did Not Comply Fully With Their 
Prescribed Regimens in an 8-Week Drug Trial 








Change in Number of Change in 
Completers” Panic Attacks per Week” Avoidance Score® 
Condition N % Mean SD Mean SD 
Noncompliers included in analysis 
Placebo (N=26) 20 77 =33 10.9 -3.2 4.0 
Imipramine (N=27) 22 81 -5.9 4.5 -4.9 6.5 
Alprazolam (N=26) 24 92 =7.5 7.4 —4.2 4.0 
Noncompliers excluded from analysis 
Placebo (N=26) 15 58 0.4 11.7 -2.8 4.4 
Imipramine (N=27) 17 - 63 -5.6 4.1 -5.4 7.0 
Alprazolam (N=26) 23 88 -7.7 7.5 —4.5 4.1 


“Four patients with very low serum levels of prohibited medication at baseline and no other violations of the protocol were included here as 
completing the study. When noncompliers were included, there were no significant differences between conditions (x?=2.4, df=1, n.s.); when 
noncompliers were excluded, there was a significant difference between the alprazolam condition and the imipramine and placebo conditions 
(x?=6.7, df=1, p<0.05). 

bActive medication was compared with placebo by one-tailed t test. When noncompliers were included, there were no significant differences 
between conditions (F=1.5, df=2, 62, n.s.); when noncompliers were excluded, there were significant differences between conditions (F=4.3, 
df=2, 48, p<0.02); for imipramine versus placebo, t=1.92, df=27, p<0.05; for alprazolam versus placebo, t=2.52, df=33, p<0.01. 

“When noncompliers were included, there were no significant differences between conditions (F=0.6, df=2, 53, n.s.); when noncompliers were 


excluded, there were again no significant differences between conditions (F=0.8, df=2, 40, n.s.). 


prohibited medication. Twelve had serum that was 
positive for diazepam and/or desmethyldiazepam, two 
for alprazolam, and three for desmethylimipramine. 
These serum-positive patients showed significantly 
higher phobic avoidance scores at baseline than the 
patients who were serum negative (mean+SD=12.0+ 
5.6 and 7.9+6.0, respectively; t=2.39, df=71, p< 
0.02) but were not significantly different on frequency 
of panic attacks (9.0+5.2 and 7.3+6.0, respectively; 
t=1.04, df=77, ns.). Of these 17 patients, five 
dropped out of the study and eight used prohibited 
medication while completing the study. The remaining 
four patients had either very low serum levels of diaz- 
epam and desmethyldiazepam (<100 ng/ml; N=3) or 
a low serum level of desmethyldesipramine (25.1 ng/ 
ml; N=1) and otherwise completed the study without 
violating the protocol. Thus, only 24% (four of 17} of 
the serum-positive patients completed the protocol 
without using prohibited medication, a significantly 
smaller percentage than the 84% (N=52) of the 62 
patients who were serum negative at baseline (x?= 
20.5, df=1, p<0.0001). 

During treatment, six patients in the placebo condi- 
tion, four in the imipramine condition, and one in the 
alprazolam condition took prohibited medication. All 
but one of these patients completed the study. Of the 
patients assigned to the placebo condition, one patient 
had serum that tested positive for alprazolam, two for 
tricyclics, and two for both desmethyldiazepam and 
tricyclics. One placebo patient had serum that was 
positive for desmethyldiazepam at week 4 but dropped 
out before completing the study. Of those assigned to 
the imipramine condition, four patients had serum that 
tested positive for desmethyldiazepam. One patient as- 
signed to the imipramine group had a serum imipra- 
mine level of zero and was therefore also considered to 
have violated the protocol. Of the patients assigned to 


508 


alprazolam, one patient had serum that was positive 
for desmethyldiazepam. 

The results of the study, including and excluding 
noncompliant patients, are presented in table 1. For 
this analysis, patients whose serum tested positive for 
prohibited medication at baseline and/or during treat- 
ment and one patient who did not take the prescribed 
medication (i.e. whose imipramine level was zero) 
were considered to be “noncompliers” except where 
noted. When noncompliant patients were included, 
there were no significant differences between drug con- 
ditions in completion rate, change in frequency of 
panic attacks, or change in phobic avoidance. When 
treatment noncompliers were excluded, the comple- 
tion rate was significantly lower for patients taking 
placebo and imipramine than for those taking alpra- 
zolam. Excluding all noncompliant patients, those in 
the imipramine and alprazolam conditions showed 
greater change in panic attack frequency than those 
taking placebo, but there were no significant differ- 
ences in change in phobic avoidance. Four of the five 
placebo patients who completed the study while taking 
prohibited medication reported that they had no panic 
attacks at the endpoint of treatment. 


DISCUSSION 


A rather large proportion of patients in this study 
(i.e., 20 of 79 patients, or 25%) had serum that tested 
positive for prohibited medication during the ‘‘drug- 
free” baseline period and/or during the time they were 
supposed to be taking the assigned study medications. 
In four of these cases, it is possible that the patients 
discontinued medications as directed and, because of 
the relatively long half-lives of desmethyldiazepam 
(30-200 hours) (8) and desmethylimipramine (14—62 
hours) (8), still had detectable levels of these active 
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metabolites. On the other hand, some patients may 
have taken alcohol, illicit drugs, or prescription med- 
ications other than those tested. Baseline noncompliers 
had more severe phobic avoidance than compliers and 
may have been reluctant to discontinue needed anxi- 
olytic medication. Other patients may have found their 
study medication ineffective and therefore believed it 
necessary to add to their treatment. 

This result suggests that the placebo response seen in 
some subjects in panic disorder research (9) may result 
from undetected surreptitious drug use. In our study, 
use of prohibited medication was apparently less im- 
portant in the active medication conditions, as there 
was little impact in these groups on treatment out- 
come. Because only panic disorder patients were in- 
cluded, the findings cannot be generalized to research 
concerning other psychiatric disorders. Nevertheless, 
these results suggest that screening of urine or serum 
for relevant medications is necessary during all drug 
trials and that researchers should insist that patients 
have negative drug screens before being assigned to 
treatment conditions. Most of the patients who were 
serum positive at baseline either dropped out or con- 
tinued to take prohibited medication throughout the 
study, indicating that in future studies it may be nec- 
essary to exclude some patients. However, noncompli- 
ance may be lessened if patients are aware that they are 
being monitored. The elimination of surreptitious drug 
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use by research patients would remove an important 
uncontrolled variable and, therefore, might allow re- 
searchers to conduct studies with smaller sample sizes. 
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Evidence for Physical and Psychological Dependence 
on Anabolic Androgenic Steroids in Eight Weight Lifters 


Kirk J. Brower, M.D., George A. Eliopulos, M.D., Frederic C. Blow, Ph.D., 
Donald H. Catlin, M.D., and Thomas P. Beresford, M.D. 





All eight users of anabolic androgenic steroids in a 
pilot survey of weight lifters reported withdrawal symp- 
toms and continued steroid use despite adverse conse- 
quences. Psychiatric (especially, depressive) symptoms 
were prominent in dependent users, underscoring the 
importance of diagnosing steroid dependence in clini- 
cal practice. 

(Am J Psychiatry 1990; 147:510-512) 





A nabolic androgenic steroids are synthetic deriva- 
tives of testosterone that are used to enhance ath- 
letic performance or physical appearance (1). The in- 
creasing use of these drugs (2) has resulted in 
increasing reports of adverse medical and psychiatric 
effects (3-7). Organic mood disorders, psychoses, ag- 
gression, and suicidal tendencies have been reported 
(4-7), and steroid-associated fatalities or near fatalities 
from myocardial infarctions, stroke, and liver disease 
have also occurred (3). 

Most steroid-using athletes and bodybuilders obtain 
their drugs illicitly (1, 2). The doses taken by such 
users typically exceed the therapeutic doses prescribed 
for legitimate medical conditions (such as male hypo- 
gonadism) by 10- to 100-fold (1, 5). To achieve these 
high doses, several steroids are taken in combination, a 
practice known as “‘stacking” (1, 5, 6). Oral and in- 
tramuscular forms of steroids are also combined (1), 
which has led to needle sharing. These patterns of il- 
licit use tend to increase the health risks of taking an- 
abolic androgenic steroids. 

Many athletes continue using steroids, despite the 
risks, because they are misinformed about the risks or 
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they believe that the risks are worth taking for the 
potential benefits. Another possibility is that some ath- 
letes become psychologically and/or physically depend- 
ent on steroids and thus are unable to stop using them. 
However, we are aware of only two documented cases, 
and no systematic studies, of anabolic androgenic ste- 
roid dependence reported in the professional literature 
(6, 7). In the absence of more data, some writers have 
raised the question of whether these drugs are truly 
addictive (8). 

This question has important implications for pre- 
vention and treatment. If steroids have addictive po- 
tential, then all concerned individuals need to be prop- 
erly informed. Moreover, individuals who are unable 
to stop using steroids cespite the adverse consequences 
or despite their desire to stop might best be referred for 
specialized substance abuse treatment. Thus, psychia- 
trists and other clinicians would need to assess their 
high-risk patients (athletes and weight lifters) for de- 
pendence on steroids (6). Finally, substance abuse 
treatment providers would need to accommodate, and 
target their programs to, the special needs of steroid 
abusers as these become better understood. 

We report some pilot data that are consistent with 
the hypothesis that the use of anabolic androgenic ste- 
roids can result in drug dependence. 


METHOD 


Subjects for this study were eight weight lifters who 
were identified by contact persons (gym owners 
[N=3], health care providers [N=2], or acquaintances 
[N=3]) as either current or past users of anabolic an- 
drogenic steroids. Subjects were asked by their contact 
persons to complete a questionnaire, designed to be 
self-administered in 15-20 minutes, requesting infor- 
mation about demographics, weight lifting patterns, 
and patterns of steroid use. Questions for eliciting in- 
formation on symptoms of psychoactive substance de- 
pendence, based on the DSM-III-R criteria (pp. 165- 
185), were included. 

Subjects known to the authors were assured of con- 
fidentiality, and subjects not known to us were assured 
of anonymity. All subjects were instructed not to put 
their names on the questionnaires. Anonymity was en- 
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TABLE 1. Patterns of Use of and Dependence on Anabolic Androgenic Steroids in Eight Weight Lifters 








Age at DSM-IH-R Number 
Last Criterion Duration of Drugs 
Use Symptoms of Use Taken at 
Subject (years) Present? (months) One Time Withdrawal Symptoms 
1 24 6, 8 52 1 Decreased sex drive 
2 52 2, 5, 6, 8 76 3 Decreased sex drive, fatigue, dissatisfac- 
tion with body image 
3 40 1, 6, 8 26 3 Decreased sex drive, fatigue, depression, 
insomnia, suicidal thoughts 
4 35 6,8 89 3 Fatigue, insomnia, restlessness, lack of 
interest 
5 26 1, 2, 6, 8 29 2 Fatigue, depression, dissatisfaction with 
body image, headaches, anorexia, de- 
. sire for more steroids 
6 65 3,6,8 104 1 Insomnia, desire for more steroids 
7 29 1-3, 6-8 96 >5 Fatigue, dissatisfaction with body image, 
anorexia, desire for more steroids 
8 23 1-3, 5-8 42 4 Decreased sex drive, fatigue, depression, 





dissatisfaction with body image, anhe- 
donia, headaches, restlessness, insom- 
nia, anorexia, lack of interest, desire 
for more steroids 








“The DSM-IHI-R criteria for psychoactive substance dependence are summarized as follows: 1) more substance taken than intended, 2) desire 
yet inability to cut down or control substance use, 3) large time expenditure on substance-related activity, 4) frequent intoxication or 
withdrawal symptoms when expected to function or when physically hazardous, 5) social, work, or leisure activities replaced by substance 
use, 6) continued substance use despite problems caused or worsened by use, 7) tolerance, 8) withdrawal symptoms, 9) substance used to 


relieve or avoid withdrawal symptoms. 


sured by having the subject insert the completed ques- 
tionnaire in a preaddressed, stamped envelope that 
was mailed directly to us, without returning it first to 
the contact person. 

Three subjects were interviewed following comple- 
tion of their questionnaires to determine whether their 
answers corresponded to the intent of the questions. 
One of these subjects also underwent urine testing to 
confirm his history of steroid use (9). From this we 
concluded that the data from the questionnaires were 
generally valid. 


RESULTS 


All subjects were male, and their mean+SD age was 
38.6+14.9 years. The mean age at the time of last use 
was 36.8+15.0 years (range=23—65). All subjects re- 
ported at least two symptoms of dependence, including 
continued steroid use despite adverse consequences 
(DSM-III-R criterion 6) and withdrawal effects (crite- 
rion 8) (see table 1). Regarding adverse consequences, 
seven of the eight subjects admitted that they contin- 
ued using steroids despite psychological problems such 
as feeling nervous, irritable, or depressed; five of the 
eight cited adverse social consequences, and only three 
cited physical problems. Withdrawal symptoms re- 
ported by three or more subjects included depression, 
fatigue, decreased sex drive, insomnia, anorexia, dis- 
satisfaction with body image, and the desire to take 
more steroids (table 1). 

Subjects had used steroids from 2—10 years. Most 
users “cycled” by taking the steroids for 6—12 weeks 
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and then abstaining for 1-24 weeks, a pattern that is 
common among steroid users (1, 2). All but two sub- 
jects used two or more steroids in combination (see 
table 1), and all but one subject had used both inject- 
able and oral steroids. 


DISCUSSION 


All eight steroid users in. our pilot study reported 
symptoms of dependence that were. consistent with 
DSM-III-R criteria. Six subjects met the DSM-III-R 
criteria for dependence, which is defined as having at 
least three criterion symptoms. Every subject met 
DSM-III-R criterion 6 for psychoactive substance 
abuse by reporting continued steroid use despite ad- 
verse consequences. (In DSM-III-R, psychoactive sub- 
stance abuse is conceptualized as a less severe condi- 
tion than dependence and is diagnosable when either 
of the following is present: recurrent drug use when 
this is physically hazardous or presence of symptoms 
meeting criterion 6 for drug dependence.) All eight 
subjects also reported withdrawal symptoms (criterion 
8). Since withdrawal symptoms are regarded as evi- 
dence of physical dependence, and DSM-III-R crite- 
rion symptoms 1-6 indicate psychological depen- 
dence, our data suggest that both physical and 
psychological dependence can occur with use of ana- 
bolic androgenic steroids. 

Psychiatric symptoms were prominent in our sam- 
ple. Most subjects reported that they continued to use 
steroids despite the adverse consequences of feeling 
nervous, irritable, or depressed. Similarly, the with- 
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drawal symptoms frequently reported by our sub- 
jects—depression, fatigue, decreased sex drive, insom- 
nia, anorexia, and dissatisfaction with body image— 
are commonly seen in patients with mood disorders 
and eating disorders. Indeed, all eight subjects reported 
at least one psychiatric symptom as part of either cri- 
terion 6 (use despite adverse consequences) or criterion 
8 (withdrawal symptoms). Thus, athletes and body- 
builders who complain of psychiatric symptoms need 
to be assessed carefully for steroid use and dependence 
(4-6). 

The data provide limited information about the pat- 
terns of steroid use that lead to dependence. Subjects 3 
and 5, who combined injectable and oral steroids for 
less than 3 years, were judged to be dependent. How- 
ever, dependence also occurred in subject 6, who took 
just one drug orally at three times the therapeutic dose 
(methandrostenolone, 15 mg/day) but did this nearly 
continuously for nearly 9 years. Thus, dependence may 
develop more rapidly in users who combine high doses 
of oral and injectable forms of steroids, but taking only 
one drug by mouth does not necessarily protect against 
dependence. 

Although young men are generally at highest risk for 
illicit steroid use (2), our sample suggests that some 
relatively older men also use steroids (subjects 2, 3, 
and 6). The symptoms and patterns of steroid use re- 
ported by the older subjects did not appear to differ 
from those of the younger subjects. 

Our study was limited by the small number of sub- 
jects and the use of anonymous self-reports. Neverthe- 
less, the wide range in age among our subjects indi- 
cates that different types of steroid users were 
represented in our sample. Moreover, most of the sub- 
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jects were not selected from treatment settings and, 
thus, did not necessarily have severe cases of drug de- 
pendence, Finally, self-reported data from the ques- 
tionnaires were confirmed by clinical interview in three 
cases and by urine testing in one case. 

This pilot study provides additional evidence that 
anabolic androgenic steroids can produce dependence 
(6, 7). Psychiatrists and others need to consider this 
diagnosis, especially when evaluating avid weight lift- 
ers who have depressive symptoms (5). Further study is 
needed to determine the predictors and mechanisms of 
steroid dependence and to develop optimal treatment 
strategies. 
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Effect of Distraction on Communication Failures 
in Schizophrenic Patients 


Ann Phillips Hotchkiss, Ph.D., and Philip D. Harvey, Ph.D. 


Manic, schizopbrenic, and normal subjects were in- 
terviewed in the presence and absence of distracting 
information, and their speech performance was evalu- 
ated. Normal and manic subjects were unaffected by 
irrelevant information. Schizophrenic subjects mani- 
fested more reference failures during distraction than 
during nondistraction periods. 

(Am J Psychiatry 1990; 147:513-515) 





I t has been relatively well demonstrated that schizo- 
phrenic patients are distracted by the presence of 
irrelevant information (1, 2), and several studies (1—3) 
have found that distractibility correlates with severity 
of thought disorder, measured both linguistically and 
clinically. One problem in the interpretation of these 
cross-sectional results is that they only demonstrate 
that distractible schizophrenic subjects also often have 
a communication disorder. The common hypothesis 
(4) that speech failures in schizophrenia occur during 
high-load periods of information processing ‘has not 
been directly tested by these studies. 

This report presents the results of a study in which 
concurrent irrelevant stimuli of various types were in- 
serted into a conversation. That methodology enabled 
direct measurement of the influence of distracting in- 
formation on speech performance, measured linguisti- 
cally through comparison of competent and incompe- 
tent speech produced under conditions of distraction 
and nondistraction. We used a linguistic measure of 
thought disorder because it could be measured in rel- 
atively short speech segments without bias and because 
it has repeatedly been found to correlate highly with 
severity of clinical thought disorder in schizophrenia 
(5). Manic and normal comparison samples were in- 
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cluded to examine whether any deficits in speech per- 
formance were specific to schizophrenia. 


METHOD 


The psychiatric subjects were 17 schizophrenic and 
14 manic patients selected from consecutive admis- 
sions to a state psychiatric center. Diagnostic informa- 
tion was collected with the Schedule for Affective Dis- 
orders and Schizophrenia (6), and diagnoses were 
made according to DSM-III criteria. All of the schizo- 
phrenic patients were receiving neuroleptics, and the 
manic patients were receiving neuroleptics, lithium 
carbonate, or both. A group of 15 normal control sub- 
jects was selected for similarity to both patient samples 
and screened for personal or familial histories of psy- 
chiatric care. The three subject groups did not differ 
significantly in sex distribution (y7=4.64, df=2), age 
(F=0,78, df=2, 43), or years of education (F=1.59, 
df=2, 43), and the two patient groups did not differ 
significantly in number of prior admissions (t=0.83, 
df=29). 

Four minutes of three distraction conditions (white 
noise, random words, and text) were audiotaped at a 
maximum volume of 60-70 dB, making six counter- 
balanced sequences of the three distraction conditions. 
A 2-minute block of silence (i.e., nondistraction) was 
added to the beginning and end of each tape to exam- 
ine performance without interfering stimuli. The dis- 
traction text came from excerpts of sixth-grade science 
texts, read aloud by a male voice. The distraction 
words were randomly selected from the text distrac- 
tion passages and were read by the same voice at the 
rate of one every three seconds. 

The interviewer and subject spoke into separate di- 
rectional microphones. The output from the two mi- 
crophones and the tape-recorded stimuli went into a 
microphone mixer and then into an amplifier, to which 
headphones for the subject were attached. The output 
of the tape recorder and both microphones was cali- 
brated to be of identical volume before each subject 
was tested. 

Each subject was interviewed the day after diagnos- 
tic assessment by a research assistant who followed a 
structured interview that avoided clinical topics. Dur- 
ing this interview, the subject wore headphones and 
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TABLE 1. Speech Performance of 17 Schizophrenic, 14 Manic, 
and 15 Normal Subjects During Distraction and Nondistraction 
Conditions 





Schizophrenic Manic Normal 
Measwréeand Subjects Subjects Subjects 
Condition Mean SD Mean SD Mean SD 


Verbal references? 
Nondistraction 0.44 0.18 0.43 011 0.43 0.09 
Distraction 0.39 0.07 0.43 0.09 039 0.07 
Reference failures? 
Nondistraction 0.12 0.14 0.09 0.06 0.08 0.07 
Distraction 0.20° 0.14 0.13 0.10 0.06 0.03 


“Number of occurrences per clause. 
Significantly different from the nondistraction condition (p<0.05 
by simple effects test). 


was exposed to a randomly assigned tape; the conver- 
sation betweén the interviewer and subject was tape 
recorded. 

Two linguistic variables in the subjects’ speech—ref- 
erence failures and verbal references—were evaluated 
by two raters from transcripts of the tape-recorded 
interviews. Reference failures consisted of unclear or 
ambiguous references to previously presented verbal 
information. Explicit verbal references were references 
in speech that referred to previous verbal information 
through the use of comparatives, pronominals, or 
other forms. The reliability of the ratings (kappa) was 
0.91 for reference failures and 0.94 for explicit verbal 
references. The transcripts were labeled for the time 
intervals corresponding to the particular distraction 
conditions; the dependent variable for each of the two 
reference patterns was the number of occurrences per 
clause. 


RESULTS 


Initial analyses were conducted to compare the fre- 
quency of the reference variables in the initial and final 
2-minute nondistraction blocks and across the three 
different distraction conditions. These analyses re- 
vealed no differences across the various conditions for 
either reference variable. The frequencies of the refer- 
ence variables were then averaged across the three dis- 
traction conditions into a single score, and the two 
2-minute nondistraction segments were summed into a 
single score. The subjects’ frequencies for the two ref- 
erence variables during distraction and nondistraction, 
presented as a function of the number of occurrences 
per clause, are shown in table 1. 

A 3 (Diagnosis) x 2 (Distraction/Nondistraction) re- 
peated measures analysis of variance was used to ex- 
amine each of the two reference variables. For verbal 
references there were no significant main effects or in- 
teractions. For reference failures there was a significant 
two-way interaction between diagnosis and condition 
(F=4.06, df=2, 43, p<0.05) and a significant main 
effect of diagnosis (F=6.62, df=2, 43, p<0.01). Sim- 
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ple effects tests found that the schizophrenic subjects, 
but not the normal and manic subjects, produced sig- 
nificantly more incompetent references per clause dur- 
ing distraction than during nondistraction. The main 
effect of diagnosis was followed up with Tukey tests, 
which revealed that the schizophrenic subjects pro- 
duced significantly more incompetent references over- 
all than did the normal control subjects (p<0.05) but 
did not differ from the manic patients in this respect. 
The manic patients did not differ significantly from the 
normal subjects in frequency of reference failure. 


DISCUSSION 


There was an effect of distraction on discourse in the 
schizophrenic subjects: the patients became more dis- 
organized in their speech while communicating in the 
presence of distraction, suggesting that overload con- 
ditions can cause increases in communication disorder. 
Manic patients also became slightly, but not signifi- 
cantly, more disorganized during distraction, suggest- 
ing that the effect was not completely specific to 
schizophrenic patients. An interesting finding was that 
white noise, independent of textual or even verbal 
characteristics, caused increases in communication dis- 
order. It is possible, therefore, that overload theories 
that posit specific verbal interference effects of infor- 
mation overload (4) may be overspecific. In fact, per- 
ceptual load alone appears to be able to disorganize 
the speech of schizophrenic patients, which suggests 
that verbal information-processing models of language 
failure may in fact be overly elaborate. 

In another recent study (3), schizophrenic patients 
manifested a decrement in their ability to shadow tex- 
tual organization during distraction. Across the two 
studies it appears that sensory overload during dis- 
course monitoring and generation leads to language 
dysfunction in schizophrenic subjects, as indexed by 
increases in reference failures. These data are likely to 
be affected by the medication received by the patients, 
including the manic comparison subjects. Given earlier 
results suggesting that susceptibility to distraction is 
responsive to medication (2, 7), it is likely that the 
patients’ medication reduced the magnitude of the dis- 
traction effects in this study. A follow-up study is un- 
derway to examine the effect of medication on this 
procedure. 
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TEXTBOOKS 


Concise Guide to Clinical Psychiatry, by Steven L. 
Dubovusky, M.D. Washington, D.C., American Psychiatric 
Press, 1988, 192 pp., $16.95 (paper). 


Concise Guide to Consultation Psychiatry, by Michael J. 
Wise, M.D., and J.R. Rundell, M.D. Washington, D.C., 
American Psychiatric Press, 1988, 175 pp., $15.95 (paper). 


Concise Guide to Somatic Therapies in Psychiatry, by Lau- 
rence B. Guttmacher, M.D. Washington, D.C., American 
Psychiatric Press, 1988, 151 pp., $16.95 (paper). 


These three pocket-size productions derive from the work 
of Dr. Robert Hales, editor of the Concise Guides series. As 
he notes in each introduction, the guides can fit into a lab 
coat and are especially aimed at medical students and resi- 
dents. These approximately 4-by-6-inch non-spiral-bound 
guides are admittedly limited in their content and referencing 
and are meant to complement lengthier texts. They all use 
DSM-III-R and are as convenient and compact as they pur- 
port to be. 

Concise Guide to Clinical Psychiatry by Dr. Dubovsky is 
the most comprehensive of the lot. I was initially skeptical of 
what could be provided in such a small package claiming 
such a broad domain. Yet he accomplishes his goal of pro- 
viding clinically useful material, without theory, using a con- 
sistent design in every chapter. Each chapter covers the epi- 
demiology, signs and symptoms, present and past and family 
history, associated problems and laboratory findings, course, 
etiology, differential diagnosis, and treatment of a given dis- 
order. The chapters are all remarkably informative and prag- 
matic and demonstrate the author’s capacity to distill what is 
central to understanding and treating each disorder. There is 
simply no fat to his presentation. For trainees on an inpatient 
rotation, the author’s design of one chapter on psychosis, 
rather than separate and more developed chapters on schizo- 
phrenia and affective psychoses, may not be adequate. Psy- 
chosocial interventions are provided in all chapters and re- 
veal a cognitive-behavioral approach to patients and families. 

Drs. Wise and Rundell’s Concise Guide to Consultation 
Psychiatry begins with a fine schema of what a consultation 
is and how it should be rendered. This clear and precise 
exposition on consultation, however, does not deal as well 
with the liaison aspects of this psychiatric specialty. The au- 
thors provide one of the best compilations of scales, tests, 
evaluation instruments, and mnemonics I have seen. There 
is also an excellent breakdown of drug actions and interac- 
tions and a fine discussion on pain and analgesics. The 
authors minimally discuss psychosocial aspects of patient 
care, emphasizing ward management and biological process- 
es instead. 

Concise Guide to Somatic Therapies in Psychiatry by Dr. 
Guttmacher opens with an important set of principles to 
guide the clinician in pharmacological decision making. The 
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chapter on ECT is excellent, especially for such an abbrevi- 
ated text. However, the design of this guide is confusing, 
with chapters on categories of drugs and chapters on pattic- 
ular disorders. Although there is a good discussion of phar- 
macokinetics, I was surprised not to see more on drug inter- 
actions. The role of alcohol and other substances in the 
etiology of psychiatric disorders is underrepresented in the 
text. 

The Concise Guide series accomplishes its goals of con- 
ciseness, utility, and convenience. However, there is consid- 
erable overlap if one purchases several of the books. The 
overlap comes in the areas of biological and descriptive psy- 
chiatry, leaving the reader without a written resource for the 
dynamic and social aspects of human disorder. Purchase of 
the series, therefore, presents a quandary for the debt-laden 
medical student or house officer. For the price of several 
Concise Guides, the trainee could purchase a comprehensive 
text or a modest text plus a psychopharmacology handbook. 
Like the poor student heading off to Europe for the first time 
on a limited budget, one might like to purchase books spe- 
cific to each country on the continent but may be able to 
afford only a single, more universal travel guide. 


LLOYD I. SEDERER, M.D. 
Cambridge, Mass. 


Modern Perspectives in Clinical Psychiatry, edited by Jobn 
G. Howells, M.D. New York, Brunner/Mazel, 1988, 392 
pp., $40.00. 


This is number 10 in the Modern Perspectives in Psychia- 
try series, each of which is theme-oriented and multiau- 
thored. Some readers, like myself, are more familiar with the 
series logo, an upward pointing arrow, than with its title. 
The first book in the series came out in 1967, and new vol- 
umes used to appear annually—until they began to appear 
occasionally. Number 9 was published in 1981. 

Modern Perspectives in Clinical Psychiatry contains 17 
review articles. As promised by the editor, the philosophies 
of the authors and their subject matters are eclectic; topics 
include psychiatric epidemiology, acquired immune defi- 
ciency syndrome (AIDS), lithium, the borderline patient, 
Alzheimer’s disease, toxic psychosis, subcortical dementias, 
computer applications, emergency psychiatry, and epilepsy. 

My favorite chapters include the following. ‘““The Premen- 
strual Syndromes” suggests that a number of psychiatric dis- 
orders not ordinarily associated with menses can be exacer- 
bated by it. “DSM-III: An Evaluation” surveys criticism on 
DSM-III in the English-language literature. “Brain Imaging 
Techniques” explains the new technologies, describes data 
accumulated over 10 years, and soberly concludes that there 
is as yet no breakthrough in our understanding of “‘function- 
al illness,” 

I found out some interesting tidbits for which I wish there 
was a question-and-answer period to offer further explana- 
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tion. The chapter on liaison psychiatry mentions that our 
medical colleagues in primary care and family practice post- 
graduate programs do not use psychiatrists as consultants, 
instead calling in psychologists and social workers. The 
chapter on attention deficit disorder mentions that our Brit- 
ish colleagues, who are definitely interested in pharmacother- 
apy, rarely make this diagnosis and rarely prescribe stimu- 
lants to children. 

In most of the chapters, the writing and editing are above 
average and the bibliographies are excellent. I was disap- 
pointed with a few chapters, however. I was skeptical of a 
chapter by community psychiatrists in Italy describing how 
they will close down all of their psychiatric hospitals. An- 
other chapter bemoaned how hardly anyone in our profes- 
sion (except the authors of the chapter) has written papers 
applying Von Bertalanffy’s systems theory to psychiatry. 

Just as a good child may not meet its parents’ expectations, 
so too does this volume fall short of what the editor pro- 
poses. The 10 volumes in the Modern Perspectives series do 
not meet the editor’s description of being “an international 
encyclopedia of psychiatry.” They survey some, but not all, 
areas of psychiatry and offer neither systematic access nor a 
comprehensive index. 

The book does update the psychiatrist, as the editor pro- 
poses, but the chapters in this 1988 volume appear to have 
been written in 1986. Thus, the AIDS chapter offers only six 
references. 

Readers who like well-written review articles will like this 
book. Everyone should find something of interest here, but 
the topics are so varied that few will find every chapter of 
equal interest. 


JOHN HOCHMAN, M.D. 
Tarzana, Calif. 


Companion to Psychiatric Studies, 6th ed., edited by R.E. 
Kendell, M.D., F.R.C.P., F.R.C.Psych., and A.K. Zealley, 
F.R.C.P.(Edin.), F.R.C.Psych. New York, Churchill Living- 
stone, 1988, 828 pp., $96.00. 


Immediately upon opening Companion to Psychiatric 
Studies, I found that this is no ordinary textbook. The first 
image, preceding the title page, is a set of four 1847 drawings 
of patients with melancholia and mania. Between the preface 
and the list of contributors is an extract from the annual 
report of the Royal Edinburgh Asylum for the Insane for the 
year 1887, listing “causes of insanity.” The suggestion that 
this volume is consistent with our stereotyped view of British 
medicine and psychiatry as firmly rooted in history is rein- 
forced as one begins to read the opening chapter, “Historical 
Introduction.” Almost every comprehensive text in the field 
pays lip service to the historical roots of modern psychiatry; 
this chapter truly informs the reader. Starting with an un- 
usually perceptive analysis of the myth of Cupid and Psyche, 
the author, T. Walmsley, guides us through the early medi- 
cine of Hippocrates and Galen, the mysticism of Maxwell 
and Swedenborg, and the neurology of Pinel and Jackson to 
the dawning of modern psychiatry in the era of James, Freud, 
and Sullivan. No mere chronology, this review is seamless 
and complex. 

“Charming,” the reader may be tempted to judge, “anoth- 
er retrospective masterpiece from our transatlantic cousins.” 
Such a conclusion is utterly unwarranted, for the textbook 
that unfolds is a true delight—informative, readable, and 
contemporary. Its title is a bit self-effacing, since, as the ed- 
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itors acknowledge, it is “as comprehensive in its scope and as 
catholic in its orientation as the confines of a single volume 
will allow,” 

The organization and selection of chapters are fairly stand- 
ard for a general text: eight introductory chapters covering 
history and the basic sciences, four chapters on diagnosis, 18 
chapters on psychopathology, four chapters on psychiatry in 
different settings, and eight chapters covering psychiatric 
therapies. The content of these chapters, however, is truly 
impressive. Since this edition follows its immediate predeces- 
sor by only 5 years, it is remarkably up-to-date in its presen- 
tation of neuroscience and psychobiology. These contribu- 
tions review neuroanatomy and neurophysiology briefly 
without sacrificing depth; details are selected to be particu- 
larly relevant to the student or practitioner of clinical psy- 
chiatry. There is probably no other text that does this fine a 
job of integrating biological, psychological, and social deter- 
minants of human development and behavior. 

The U.S. psychiatrist, having practiced with the official 
absence of neuroses for almost a decade, may be put off by 
the lengthy chapter on “Neurotic Disorders.” The author, 
C.P. Freeman, explains that these disorders will remain in 
ICD-10 despite their exclusion from DSM-III, reviews them 
as a class, then discusses the individual entities. He is quite 
successful in bridging the conceptual gap between the diag- 
nostic schemes, and his clinical descriptions are all consistent 
with DSM-III phenomenologic classifications. His chapter 
on “Personality Disorders” puts most others to shame. He 
begins by outlining approaches to classification of personal- 
ity disorders: type, trait, and psychodynamic, situational, 
and interactionist approaches. He then presents models for 
understanding the relationships between personality disor- 
ders and psychiatric illness. The clinical descriptions are aug- 
mented by a sophisticated analysis of the multiple views of 
the borderline concept. Like most other authors in this vol- 
ume, Freeman compares and evaluates competing models 
without apparent prejudice. 

The chapters on therapies are nearly all characterized by 
lucid guidelines for the selection of therapies and an atten- 
tion to technical instruction. There are some worthwhile in- 
clusions here that are missing from most textbooks. A.W. 
Clare’s chapter, “Individual Psychotherapies,” reviews care- 
fully the topic of outcome assessment. The chapter on 
“Counselling and Crisis Intervention” by J. Greenwood and 
J. Bancroft presents in practical form an important aspect of 
psychiatric practice too often relegated to a few superficial 
paragraphs on supportive psychotherapy. “Psychiatric Reha- 
bilitation” by J.A.T. Dyer returns to the psychiatrist’s do- 
main the concept of truly comprehensive treatment planning. 

The flaws in this work are relatively minor. The presenta- 
tion of the individual chapters makes their internal organi- 
zation somewhat confusing. Sections of different weight are 
listed under comparable headings; it would be difficult to 
outline many of the chapters. Similarly, there is a lack of 
parallel structure between parallel chapters. But these criti- 
cisms are picky. They are apparent only in contrast to the 
many strengths of this book, and correcting them might even 
have robbed the best chapters of some of their individual 
brilliance. 

Indeed, the editors have succeeded laudably at the most 
difficult of their tasks, the attainment of singularity of pur- 
pose. Multiauthored textbooks usually have all the focus of 
a variety show. Not this one. There is consistency of infor- 
mation across all chapters; the authors never contradict one 
another, and there is precious little redundancy for a work of 
this size. The reader can follow an unbroken thread of rele- 
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vance from the first principles of neurochemistry, to the psy- 
chobiology of mental disorders, to the phenomenology of 
clinical entities, to the biopsychosocial formulation of treat- 
ment strategies. 

The editors, aware that general psychiatry textbooks are 
most popular among candidates for membership in the 
Royal College of Psychiatrists, modestly express the hope 
that their book “will also be read by psychiatrists who are no 
longer faced with the need to pass examination, and that it 
will be useful to a wider readership.” It certainly deserves 
such a place. Companion to Psychiatric Studies is full of 
important information presented in a thoughtful and read- 
able fashion. It is a delightful volume that will reward the 
reader for every trip to its well-considered chapters. 


DAVID BIENENFELD, M.D. 
Cincinnati, Ohio 


HOMOSEXUALITY 


The Psychoanalytic Theory of Male Homosexuality, by Ken- 
neth Lewes, Ph.D. New York, Simon & Schuster, 1988, 285 
pp, $19.95. 


Freud knew that there were many things he did not know 
about male homosexuality. He looked forward to having his 
theories added to by contributions not only from psycho- 
analysis but also from biological sciences. Over several dec- 
ades, and notably including his three essays on the theory of 
sexuality, the Schreber case, and his work on Leonardo da 
Vinci, he considered several partial and unintegrated theories 
about some aspects of homosexuality. Dr. Lewes lists and 
discusses four of these theories as Freud’s major ones. How- 
ever, although Freud considered that male homosexuality 
involved an arrest in sexual development, he did not consider 
it an illness; he felt it was no advantage but that it was 
nothing to be ashamed of and should not be classified as an 
illness. Freud also thought there was little likelihood of 
changing homosexuals into heterosexuals and (a touchy 
point for psychoanalysts) that homosexuals could be psycho- 
analysts. He advised Jones to judge psychoanalytic candi- 
dates on their other qualities. Jones did not agree, and his 
view has prevailed nearly everywhere. (Shortly before she 
died, Jeanne Lampl de Groot told me that the Dutch psy- 
choanalytic society accepted homosexual analysts and was, 
as far as she knew, the only psychoanalytic society to do so.) 

Freud did at times blur some issues later usefully separated 
by others, such as gender-related behavior and sexual behav- 
ior, but generally his theories and attitude were tentative, 
humane, and respectful. He greatly admired the homosexual 
subjects of two of his major biographical essays, and he ex- 
plicitly had Plato, Leonardo, and Michelangelo in mind 
when allowing that there was more to homosexuality than 
was represented by homosexual patients. 

Several of Freud’s points and attitudes were developed and 
others were lost or contradicted by many later psychoana- 
lysts. Especially in what was probably the era of the greatest 
prestige of psychoanalysis, just after World War II, there was 
a prominent strain in psychoanalysis of allocating to or as- 
suming major pathology in homosexuality. That strain be- 
came rather generalized, going well beyond specific theoret- 
ical constructs about some forms of homosexuality and 
entering a series of psychological areas such as narcissism, 
masochism, paranoia, superego development, passivity, oral- 
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ity, close-binding mothers and distant fathers, and preoedi- 
pal separation-individuation. Some of that generalized strain 
remains, protected, Dr. Lewes and others think, by the re- 
luctance of psychoanalysis to look at and integrate nonpsy- 
choanalytic data. 

Dr. Lewes, like Dr. Richard Friedman and other recent 
students of homosexuality, conveys how little psychoanalysis 
has been able to use relevant data from, for example, socio- 
logical, psychological, animal, twin, adoption, endocrine, 
and gender-disorder studies. As one prominent example, he 
documents how little psychoanalysis acknowledged the Kin- 
sey report. Similarly, Dr. Lewes shows how, in the wake of 
the very influential 1962 study of Bieber et al., psychoanal- 
ysis made rather little use of other careful studies of groups 
of male homosexuals such as those of Hooker, Bell and 
Weinberg, and Saghir and Robins. There are risks in being 
uneducated outside the boundaries of psychoanalysis itself, 
and male homosexuality is an example of several of those 
risks. 

Dr. Lewes reminds us that a wide array of studies, includ- 
ing psychoanalytic ones, were taken into account in APA’s 
decision in 1973 to delete homosexuality from DSM-H. 
Some analysts were startled by the decision, even if analysts 
in fact spoke on both sides of the change: Stoller and Mar- 
mor prominently in favor of deleting the diagnosis, Socarides 
and Bieber against. Dr. Lewes favors the arguments of Stoller 
and Marmor (1) and criticizes their opponents for continuing 
to extrapolate from homosexual patients to all homosexuals. 

Dr. Lewes can be a bit too drily egalitarian, as when he 
discusses a checkerboard of oedipal possibilities, but he can 
also use dry parallels as well, as when he pertinently com- 
pares psychoanalysis and homosexuality with psychoanal- 
ysis and women. He notes the helpfulness to analysis of 
female analysts commenting on and helping to create psy- 
choanalytic theories of women and the probable detriment to 
psychoanalysis of not having explicitly homosexual analysts 
comment on the (often remarkably similar) psychoanalytic 
theories of homosexuality, 

Dr. Lewes has written a useful book—useful both as a 
history of science (in this case, of psychoanalytic theory on 
one topic over many decades) and as a history of much com- 
plex, influential, and inconclusive thinking about homosex- 
uality. In his fairly detailed gathering and rereading of the 
analytic literature of the past 80 years or so, of particular 
interest to those familiar with recent literature will be views 
of several earlier authors (Sadger, Boehm, Rank, Sachs, Fer- 
enczi, Brill) and some of the subtleties of subsequent theorists 
such as Glover, Bak, Bychowski, Khan, and Gillespie. The 
views of Socarides and Bieber are far more familiar (Socar- 
ides has been relatively assertive and prolific). Dr. Lewes 
notes how widespread their views are but remains quite 
skeptical about their validity. He reserves his greatest disap- 
proval, however, for their predecessor, an analyst whose pro- 
lific writings appeared in the 1940s, 1950s, and 1960s, had 
wide influence, and probably did considerable harm to many 
homosexuals and to psychoanalysis: E. Bergler. Lewes 
quotes Bergler as saying, “I have no bias against homosex- 
uality ... [but] homosexuals are essentially disagreeable 
people... [displaying] a mixture of superciliousness, false 
aggression, and whimpering, ... subservient when con- 
fronted with a stronger person, merciless when in power, 
unscrupulous about trampling on a weaker person” (p. 15). 

That Dr, Lewes includes and explicates the ideas of some 
writers he considers wrong is a reasonable and proper part of 
a history of science. However, he less justifiably leaves out a 
few important analysts for, to my mind, inadequate reasons: 
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Jung, Fromm, and Stekel are out for not being “strictly an- 
alytic,” but Melanie Klein, for example, is repeatedly in. On 
a different level, one particularly interesting new analytic 
voice on the subject of male homosexuality, Richard Isay, is 
also left out, although Isay began publishing in The Psycho- 
analytic Study of the Child 3 years before Dr. Lewes’s book 
was published, 

The book is not particularly easy to read, but it provides a 
very useful service in reviewing a long, complex, and inter- 
esting area of psychoanalytic literature. As a history of ana- 
lytic thought in this one area, the book can stand on its awn. 
As a study about thinking about homosexuality, however, I 
think the book might well be supplemented, and I urge the 
interested reader to read it alongside the books of Richard 
Friedman (2) and Richard Isay (3). 
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Male Homosexuality: A Contemporary Psychoanalytic Per- 
spective, by Richard C. Friedman, M.D. New Haven, Conn., 
Yale University Press, 1988, 288 pp., $35.00. 


Filling a gap in the review and update of psychoanalytic 
thinking on male homosexuality, this book provides an anal- 
ysis of how psychoanalytic thinking on a specific subject 
evolved and explores the resistance to changes in psychoana- 
lytic thinking in the face of clinical evidence and research. 

The book offers some fresh viewpoints and some new in- 
sights into male homosexuality, incorporating and, at times, 
ignoring data and clinical materials gathered since the turn of 
the century. The author approaches male homosexuality 
without assuming that it is a mental illness per se, in line with 
the thinking of most psychiatrists and APA but not most 
psychoanalysts. 

Jn part one, Freidman very carefully outlines new biopsy- 
chosocial research and statistics, deploring the past psycho- 
analytic tendencies to extrapolate from small numbers and to 
ignore data that did not fit into the assumptions being as- 
serted—especially in his analysis of the much quoted but very 
flawed work of Bieber. At times, however, Friedman draws 
conclusions himself or makes generalizations that contradict 
the very process he deplores. After carefully reviewing stud- 
ies of childhood gender identity and gender role disturbances 
and noting that only a few gay men had such conditions as 
children, he concludes, without a statistical basis, that “ab- 
sence of such disturbance diminishes the likelihood that a 
boy will become a man who is exclusively or predominately 
homosexual” (p. 47). 

Like many clinicians who cannot fully grasp how members 
of the same sex can love and want to be sexual with each 
other and who mistakenly associate adult male homosexu- 
ality and effeminacy (more specifically, assuming that if a 
man wants to be sexual with another man he must be wom- 
an-like on some level), the author seems determined to make 
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childhood gender-discordant behavior, or at least the sense 
of “unmasculinity,” a cause of homosexuality. He does not 
recognize that the child may well be homosexual to begin 
with due to genetics or the biological factors he so well de- 
scribes, may feel different, and may be confused as to how to 
make sense of such “different” feelings and be accepted in 
the world. These differences may cause the father to reject 
the child out of discomfort or confusion and leave the child 
feeling more comfortable with people who accept him more 
easily—his mother, girls, teachers, or boys less focused on 
aggressive play. 

The author goes to great pains to disassociate homosexu- 
ality and mental illness early in the book but then, perhaps 
unwittingly, defeats his goal in part two by describing male 
homosexuals in various diagnostic categories, focusing on 
the borderline and primitive conditions. It will take a sophis- 
ticated reader not to link homosexuality and these diagnoses. 
Friedman offers a helpful adaptation of a “diagnostic cube” 
with the Kinsey sexual orientation scale as one axis, the 
“psychostructural level” as another axis, and “predominant 
personality subtype” as another axis, reiterating that gay 
men do not have a higher rate of mental illness or charac- 
terological problems. 

In part three the author writes an excellent review of 
developmental considerations in adolescence and a good 
review of childhood, except for the fixation on childhood 
effeminacy. 

Part four consists of conclusions and speculations that re- 
quire further research. The summary is very helpful, even if 
the conclusions must be understood in the light of the au- 
thor’s biases—namely, 1) that homosexuality, although not 
pathological per se, has clear psychodynamic origins with 
biological and endocrine components, 2) that effeminacy or 
unmasculinity are factors leading to adult homosexuality 
rather than that they are results of childhood homosexuality, 
and 3) that a homosexual orientation will definitely affect 
how certain psychopathological conditions get expressed. 
The book ends with a very useful discussion on the resistance 
of psychoanalytic thinking to change. 

Almost nothing is said about homophobia, a profoundly 
insidious phenomenon affecting all gay people and a factor 
greatly influencing the full expression of homosexuality in 
adolescents and adults. 

This book is a valuable addition to the literature on male 
homosexuality. Parallel efforts on understanding lesbianism 
are necessary. For a full picture of homosexuality, however, 
the reader will also want to consult the new book by Dr. 
Richard Isay (1), the collection by Drs. Stein and Cohen (2), 
and the review of current thinking on homosexuality in the 
January 1988 issue of Psychiatric Annals (3). 
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Being Homosexual: Gay Men and Their Development, by 
Richard A. Isay, M.D. New York, Farrar Straus Giroux, 
1989, 149 pp., $14.95. 


Homosexuality and psychoanalysis have made peculiar 
bedfellows for much of this century. Gay men and women 
have sought help for an array of problems often not ex- 
pressly linked to sexual orientation. Analysts have responded 
with uncertainty about homosexuality as an acceptable treat- 
ment outcome. The net result has been an unsteady alliance 
between patient and therapist with many instances of mutual 
disappointment. 

In this book Richard Isay moves beyond this stalemate to 
present a bold revision of psychoanalytic thought on male 
homosexuality and a reformulation of the treatment of gay 
patients. Although primarily a compilation of papers and 
presentations, Isay’s book moves smoothly from such topics 
as childhood and early homosexual identity to adult rela- 
tionships of homosexual men, the impact of acquired im- 
mune deficiency syndrome (AIDS) on gay men, homoerotic 
fantasies in heterosexual men, and psychotherapy with gay 
men. The novelty of Isay’s ideas, supported by references to 
clinical experience and research on the genetic and biological 
aspects of homosexuality, makes this a seminal work. This 
book is at once provocative, fair-minded, and enjoyable to 
read. 

Isay squarely addresses the question of homosexuality as 
an acceptable treatment outcome. He argues that same-sex 
object choice should be accepted as a biologically based 
given for gay patients. Isay believes that adjustment to this 
predisposition—by both patient and family—is the key de- 
terminant of healthy psychological development in gay men. 
Departing from traditional theory, Isay sees “pathology” as 
an outgrowth of the stigma attached to being gay and rejects 
the view that intrinsic childhood pathology is the root of 
adult homosexuality. 

In addition to theoretical considerations, Isay faults a 
pathological model of homosexuality on clinical grounds: he 
finds it undermines the therapeutic alliance and leads to tech- 
nical errors. For example, a therapist may misinterpret a 
patient’s regrets about childlessness as evidence of the “‘in- 
trinsic pathology” of homosexuality or a wish to change 
sexual orientation. Isay writes that the patient is likely to 
perceive a therapist who makes this interpretation as unac- 
cepting and, even worse, unempathic. As a practicing ana- 
lyst, Isay regards a more open-minded application of analytic 
technique useful in working with gay patients: it can be use- 
fully employed with these patients just as it is with hetero- 
sexual patients—to help them achieve more loving relation- 
ships and enhanced self-esteem. 

Isay believes a perspective unencumbered by the patholog- 
ical model also allows the therapist to better understand the 
contemporary experiences of gay men, such as their reactions 
to the human immunodeficiency virus (HIV) epidemic. In 
a chapter on the impact of AIDS on the development of 
healthy gay men and homophobia, he discusses how under- 
standable fears about HIV can have a variety of meanings 
and serve other agendas besides risk reduction. This chapter 
is required reading for any therapist working with male ho- 
mosexuals and is one of the few analytic explorations of the 
psychological effects of HIV infection on gay men. 

If psychoanalytic theory of male homosexuality has been 
characterized by unanalyzed subjectivity and negative judg- 
ments (1), Being Homosexual: Gay Men and Their De- 
velopment is a timely departure from this history and a 
welcome addition to recent scholarly efforts that relate psy- 
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choanalytic theory to the fields of genetics, psychoendocri- 
nology, and sex research (2), I hope that this emerging trend 
includes more consideration of female homosexuality, which 
has carried the additional burden of being overlooked and 
understudied. 

Perhaps Isay’s book represents the inevitable reformula- 
tion of analytic thought as data are derived from a more 
open process of inquiry. Isay writes within an expanded 
frame of reference and challenges readers to reexamine their 
own understanding of male homosexuality. Underlying this 
book is a message that seems both self-evident and profound: 
our theory and treatment of homosexuality should be re- 
sponsive to homosexuals and not to precepts that are self- 
perpetuating and detrimental to our patients’ well-being. 
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Understanding Psychotherapy: The Science Behind the Art, 
by Michael Franz Basch. New York, Basic Books, 1988, 329 
pp. $19.95. 


Many psychotherapists believe that they understand how 
psychotherapy “works.” Frequently, they are able to per- 
suade their patients; occasionally, they are also able to con- 
vince some of their colleagues. 

There are two types of theory essential to psychotherapy. 
First is the theory of the therapeutic process, dealing with 
concepts such as alliance, resistance, transference, interpre- 
tation, and working through. Basch spends little time on this 
kind of theory, largely accepting traditional Freudian con- 
cepts with an admixture of the ideas of the late Heinz Kohut. 
He seems to regard the therapeutic process as an art rather 
than a domain for scientific inquiry. He is not interested in 
alternative models or in the systematic, scientific study of 
either the process of therapy or its results, perhaps because of 
his personal conviction that it is regularly successful: “I can- 
not think of a psychoneurotic patient who has accepted my 
recommendation for and participated in a psychoanalysis 
who has not had a creditable result” (p. 304). From the many 
clinical vignettes and case histories in this book, a reader 
would infer that Basch understands and has good results 
with virtually all of his patients. Many other therapists 
would not make such an inference about their own work, 
and the small amount of existing systematic research does 
not support this conclusion, but Basch does not address the 
discrepancy. 

The second kind of theory that therapists need is the the- 
ory of whatever they believe to be the basis of mental life. For 
Freud, this was the biology of basic drives. For others, it has 
been interpersonal relationships, language and symbolic 
functioning, cognition and learning, or theories from a num- 
ber of other disciplines. Some therapists draw on several of 
these, and others restrict the base of psychotherapy to one of 
them. Basch is clear, consistent, and rather narrow in this 


Am J Psychiatry 147:4, April 1990 


regard. For him, “psychotherapy .. . is applied developmen- 
tal psychology” (p. 29). Furthermore, the critical period of 
development is specific: “I would not consider seriously any 
explanation for mental functions whose roots cannot be in- 
ferred from observation or experimentation in the preverbal 
stages of life—those first two years or so” (p. 26). This is 
what he means by “the science behind the art.” His devel- 
opmental psychology is enriched with neurobiological and 
cybernetic seasoning. Basch constructs a theory of mental 
development that forms the basis for his understanding of 
patients and guides his therapeutic interventions. He does 
not discuss or critically appraise the scientific basis of this 
theory, the validity of its hypotheses, it methodologic prob- 
lems, or its contradictory findings. By “science,” he means 
the conclusions he reaches after reading the scientific litera- 
ture; he does not mean a systematic method for testing ideas 
and assessing their validity. 

The model of pathology and pathogenesis that emerges 
has several striking features. Pathology is always understood 
developmentally: “Whether a patient is suffering from a bor- 
derline state, a personality disorder, or a neurosis, for exam- 
ple, depends to a great extent on when the damage to his or 
her affective development occurred” (p. 128). Pathology also 
has a remarkably specific timetable: “The watershed for the 
character development of these [narcissistic and borderline] 
children comes around the age of six years or so” (p. 237). 
The reader has no way of knowing whether this is a fact 
accepted by other therapists, an inference from uncited re- 
search, or Basch’s personal clinical impression. 

Basch says that, generally, pathology develops because of 
parental failure. His patients tell stories and form transfer- 
ence relationships that suggest empathic lapses by their par- 
ents, and he regularly accepts these stories as evidence of 
actual failures in parental functioning. Freud made similar 
inferences from his patients’ accounts of traumatic sexual 
experiences in childhood until, in 1897, he began to question 
whether such accounts might reveal more about the fantasy 
life of the patient than the facts of early development. Basch 
seems strangely unconcerned about this problem. He is 
aware of other potential determinants of psychopathology, 
but they seem to have little to do with his therapeutic strat- 
egy. He tends to make sweeping generalizations that are not 
accepted by others and that are offered with neither data nor 
discussion. For example: “Patients with a psychoneurosis 
tend to come from stable backgrounds that are neither con- 
fused nor confusing. Their families are embedded in a social 
milieu in which their place is clear” (p. 284). Statements such 
as this seem to be derived from his theory; they do not pro- 
vide support for it. 

Much of the text is given over to clinical vignettes. Basch 
writes well, and his accounts hold the reader’s attention, 
although they seem somewhat stylized—everything fits and 
makes sense, and his interventions tend to be didactic and 
intellectualized. Developmental explanations are always 
found, and patients always respond to interventions based 
on them. He believes that psychiatric patients are basically 
different from borderline or narcissistic patients and that the 
appropriate clinical approach for them may be different from 
the very first contact. Basch has an astonishing confidence in 
his own instantaneous clinical judgment. He decides on the 
moment of meeting one of his patients that a certain reserve 
is desirable because the patient was appropriate for psycho- 
analysis, and indeed he prescribes that treatment during the 
initial interview. 

Basch is an important thinker, a clear writer, and, based 
on the data in this book, a gifted clinician. In this book he 
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presents his model of psychotherapy and his view of person- 
ality development and psychodynamic psychopathology, on 
which it is based. He thinks of his psychological theories as 
“scientific” but presents them simply as a coherent develop- 
mental scheme without any discussion of the evidence for 
their validity. He has no interest in the scientific study of 
psychotherapy itself or in the competing theories of other 
therapists. He is generous in sharing descriptions of his clin- 
ical work, and his book offers a detailed view of the favorite 
theories of a gifted, serious, and scholarly psychotherapist 
and how they shape his therapeutic efforts. 


ROBERT MICHELS, M.D. 
New York, N.Y. 


New Concepts in Psychoanalytic Psychotherapy, edited by 
John Munder Ross, Ph.D., and Wayne A. Myers, M.D. 
Washington, D.C., American Psychiatric Press, 1988, 278 
pp., $32.00. 


This book is a series of 14 good chapters. They are written 
by clinicians who know psychoanalytic theory as well as 
clinical phenomenology and are trying to link the theory to 
the phenomena. The chapters deal with cutting-edge prob- 
lems—the issues of how to formulate a case in which there 
are deficits in capacity for functioning and conflicts in how to 
function, Thus, they deal with the more severe personality 
disturbances, those which are not quite psychotic but also 
not quite neurotic in the traditional formulations of psycho- 
analysis. The authors are a sturdy core of clinicians who are 
neither zealous in adherence to a single brand name within 
psychoanalytic theory nor restrictive in their approach to 
classical psychoanalytic technique. Rather, they deal in the 
broadly relevant matrix of psychoanalytic psychotherapy 
and offer a new kind of integration-for what might constitute 
psychoanalytic formulation of a case even if seen only in 
consultation or supervision. 

This book is a smorgasbord with something to appeal to 
anyone who already knows a fair amount about psychoana- 
lytic psychotherapy. This is fair enough, because the dust 
jacket announces that the book is “intended to augment the 
knowledge of the psychoanalytically informed and interested 
clinician.” It is not clear, however, why and how chapters 
were chosen. In their acknowledgments the editors thank the 
editors and organizers of various symposia and the editorial 
board of the International Journal of Psychoanalytic Psycho- 
therapy. If these papers were published before, however, this 
is not indicated. Even the authors’ acknowledgments at the 
end of the chapters thank various people for helping but do 
not say in what symposium the paper was presented or if and 
when it was published in the International Journal of Psy- 
choanalytic Psychotherapy. 

The editors introduce the book by stating that their aim is 
to demonstrate the applicability of the developmental and 
technical precepts of psychoanalysis to treatment, training, 
and educational situations beyond the confines of the couch. 
If the reader were to ask, “What are psychoanalytic clini- 
cians up to these days?” this is just the book to provide the 
answer. I even imagine that I might offer this volume to 
Sigmund Freud for an evening if he came back to life and 
asked, “What’s up?” and did not want to read a book with 
one domain. 

The book is divided into three sections. The first, edited by 
Samuel Wagonfeld, has four interesting chapters on the or- 
igin and treatments of developmental deficits. The papers 
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range from borderline conditions and narcissism in adoles- 
cents to masochistic character formation and the reemer- 
gence of traumatic feeling states. 

The second section, on consultation and supervision, has 
no immediate relationship to the first, but the volume editors 
have provided some structural continuity. The section on 
developmental deficits deals with masochistic character, and 
the section on consultation and supervision deals with mas- 
ochistic character pathology in medical settings. 

Ina series of critiques of the theories of Otto Kernberg and 
Heinz Kohut, the third section deals with conflict versus def- 
icit explanations of psychopathological personality patterns. 

This is not a book for trainees or those who want an 
introduction. It will, however, give the experienced psy- 
chodynamic clinician new perspectives on theory, therapy, 
consultation, and supervision. 


MARDI J. HOROWITZ, M.D. 
San Francisco, Calif. 


Six Steps in the Treatment of Borderline Personality Orga- 
nization, by Vamik D. Volkan, M.D. Northvale, N_J., Jason 
Aronson, 1987, 228 pp., $25.00. 


Dr. Volkan’s book on the psychotherapy of borderline 
patients contains two main sections of equal length. One 
deals with theoretical issues, and the other is devoted to the 
description of his work with a particular borderline patient 
treated over some 61⁄2 years. 

The theoretical section is written from a purely psycho- 
analytic frame of reference. Volkan relies heavily on Freud- 
ian developmental theory as modified by Mahler and on ob- 
ject relations theory. Volkan’s own formulations are based 
on his work with nine “psychosis prone” patients whose 
borderline conditions appeared to have stemmed from one of 
three types of abnormal early environment. The first involves 
inadequate mothering, including situations where the mother 
is burdened with another pregnancy during the first year of 
the patient’s life. “In such cases,” Volkan speculates, “the 
patient might accumulate oral envy and aggression and have 
in consequence bad self- and object images heavily laden 
with aggressive drive derivatives and experience difficulty 
trying to mend his aggressively and libidinally contaminated 
self- and object representations.” 

The second etiological factor Volkan mentions is “multi- 
ple mothering,” where more than one mothering figure is 
available, complicating (through their inevitable inconsisten- 
cies) the process of integration. Finally, some persons be- 
come borderline, in Volkan’s view, because of having been 
made the “depository of a representation of someone else as 
it existed in the minds of his parents” during childhood. A 
mother might, for example, relate to a particular child as 
though he or she were the reincarnation of a dead relative 
with whom the mother had been particularly close. 

Volkan discusses in the second portion of the book a six- 
step program for the analytically oriented psychotherapy of 
borderline patients, beginning with the establishment of a 
reality base and progressing eventually to the mending of 
opposing self- and object representations that appear in the 
transference and finally to the development of a transference 
neurosis and the resolution of termination issues. These steps 
are illustrated by means of the case history of a young 
woman with whom he worked for 61⁄2 years. At first her 
therapy was four times a week; later it was three times a 
week. : 
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The book will appeal to readers who hold to an exclusively 
psychoanalytic conception of cause and treatment in the do- 
main of borderline personality. The book will be less useful 
to general readers for several reasons. First, a purely psycho- 
logical theory of causation, especially one that emphasizes 
maternal pathology, has little explanatory power. This is 
particularly true in the contemporary psychiatric climate, 
when we are beginning to recognize contributing factors of 
greater importance in the genesis of borderline conditions: 
sexual molestation, physical abuse, and constitutional risk 
for affective disorders, for example. Second, Volkan’s for- 
mulations are not based on an adequate number of patients 
to permit generalization or on long-term follow-up of these 
patients. Third, however beneficial Volkan’s therapy may 
have proven for Pattie, the young woman whose treatment 
he discusses at length, the method would seem to have little 
relevance to the three or four million patients with borderline 
personality disorder in the United States, only a tiny fraction 
of whom have Pattie’s time and the trust fund to permit 
traveling a hundred miles back and forth four times a week 
for her therapy. Finally and most importantly, there is the 
question of how Volkan’s approach proved efficacious. I be- 
lieve Volkan helped Pattie enormously and probably also 
helped the other borderline patients to whom he alludes. 
Was their improvement mediated by Volkan’s six steps, 
however, or by the “deep” interpretations he made? I suspect 
that the crucial factors were Volkan’s consistency, neutrality, 
reliability, emphatic resonance, patience, and concern—all 
the human qualities that, in good therapists, exist between 
the lines of what they may choose to write about their 
patients. 


MICHAEL H. STONE, M.D. 
New York, N.Y. 


The Clinical Diary of Sándor Ferenczi, edited by Judith Du- 
pont; translated by Michael Balint and Nicola Zarday Jack- 
son. Cambridge, Mass., Harvard University Press, 1988, 222 
pp., $29.95. 


According to psychoanalytic scholar André Haynal (1), 
everything Sándor Ferenczi wrote was a letter to Freud. Fer- 
enczi became Freud’s disciple in 1908, then his analysand, 
and then his esteemed colleague. But their lifelong friendship 
was ever more strained by their inherent intellectual and 
temperamental differences. According to Clara Thompson 
(2), Ferenczi’s attachment to Freud was “compounded of 
admiration, dependence, fear of disapproval and veiled re- 
bellion” (p. 186). On the surface, Ferenczi was an ardent 
psychoanalytic loyalist, but whereas Freud had little interest 
in or hope for the clinical applications of his work, Ferenczi 
was committed to them, and he had a penchant for testing an 
idea by pushing it to its extreme. Thus, for example, he 
carried Freud’s concept of technical abstinence to the point 
of recommending extreme renunciations. When one of his 
patients, having given up sex and the theater, began to starve 
himself, Ferenczi saw the limitations of Freud’s recommen- 
dations on technique. 

In time, through his clinical observations and experiments 
Ferenczi came to a radically different position from classical 
theory, and he suffered for the extent to which he contra- 
dicted Freud’s views. Ferenczi ultimately held that childhood 
neuroses were produced by parental abuse, and so he pre- 
served the idea of pathognomonic trauma long after Freud 
had abandoned it in favor of infantile fantasies and drive 
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conflict. Ferenczi moved from the technique of extreme ab- 
stinence to the opposite pole: he allowed at least one patient 
regularly to kiss him at the end of each analytic session. 
Freud heard of this practice, and in December 1931 he wrote 
a critical letter to Ferenczi, calling on him to return to the 
psychoanalytic fold. Ferenczi instead turned to the work that 
is this book. The first entry in The Clinical Diary was written 
3 weeks after Ferenczi received Freud’s letter, and it affirms 
Haynal’s impression that Ferenczi is addressing Freud, al- 
though at this time, late in his life, Ferenczi’s rebellion is 
scarcely veiled. In the opening paragraph he states, “The 
so-called free-floating attention [of the analyst] amounts to 
no attention at all” and, he continues, makes the patient feel 
rejected and blamed. The analyst thereby repeats the trauma 
that the patient suffered at the hands of his or her parents, 
precluding rather than facilitating clinical improvement. ° 

The Clinical Diary consists of 105 essays written in the 
first 10 months of 1932, when Ferenczi was losing ground in 
his battle against the progressive neurological implications of 
pernicious anemia; he died just 6 months after the last entry. 
There are three central and recurrent themes in the diary. 
First is the importance of trauma in the pathogenesis of men- 
tal disturbances of all sorts. Second is the need for the analyst 
to be absolutely sincere and as natural and open as possible, 
especially in the handling of transference issues. The analyst 
must always be on guard against assuming the posture of 
infallibility because this repeats some form of the old paren- 
tal abuse. Third is Ferenczi’s need to justify his differences 
with Freud and continue his efforts to win him over. The 
diary is a rich addition to psychoanalytic history, but it is 
also something quite else. Ferenczi’s informality and insis- 
tence on freedom from lexical constraints enters into our 
literature a document of rare originality. Michael Balint, Fer- 
enczi’s devoted student and friend, wrote, “‘Ferenczi’s scien- 
tific language is indeed horrifying to any purist. For-Ferenczi, 
words... were only—more or less—useful means of ex- 
pressing mental experience; the experience was the impor- 
tant thing that had to be described as strikingly as possible” 
(3). There is an unpolished creative spontaneity to the diary 
entries that reflects the expanse of Ferenczi’s ranging mind. 
They are on love and hate, the odor of mental illness, Utopia, 
spirituality, the effect of curses, erotomania, and a host of 
other topics in addition to his late-life reflections on the ther- 
apeutic process. 

This book establishes Sandor Ferenczi as the father of in- 
terpersonal psychoanalytic theory. His original ideas resur- 
face in the works of H.S. Sullivan, D.W. Winnicott, Melanie 
Klein, Heinz Kohut, and Merton Gill, to name but a prom- 
inent few. His legacy has been belatedly acknowledged in a 
series of recent articles (4—8), in the republication of his clas- 
sic paper “Confusion of Tongues Between the Adult and the 
Child” (9), and in André Haynal’s book (1). The Freud- 
Ferenczi correspondence is to be published soon. The Clini- 
cal Diary of Sandor Ferenczi is the legacy of a brilliant man 
who marked with these original contributions the difficult 
trail of his emancipation. Perhaps the spate of recent interest 
in his life and work reflects the ever widening scope of psy- 
choanalysis into interpersonal and relational issues. 
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JUSTIN SIMON, M.D. 
Berkeley, Calif. 


Freud in Exile: Psychoanalysis and Its Vicissitudes, edited by 
Edward Timms and Naomi Segal. New Haven, Conn., Yale 
University Press, 1988, 310 pp., $32.50. 


It has taken a long time for the history of psychoanalysis to 
get beyond the level of partisan propagandizing and crude 
detraction. The warfare associated with ideological convic- 
tions combined with the self-interest of trade unionism still 
persists, but intellectual historians are now finally succeeding 
in incorporating studies of Freud into normal university life. 
Freud in Exile is a splendid example of the best sort of mod- 
ern scholarship. It consists of revised versions of papers 
presented at a 1986 symposium to celebrate the opening of 
the Freud Museum in London; the publication was timed 
to coincide with the 50th anniversary of Freud’s arrival in 
England. 

Part one, the longest and most substantial part of the 
book, deals with the origins of psychoanalysis. Sander Gil- 
man contributes a sophisticated article on the image of the 
appropriate therapist; his knowledge of Central European 
history is matched by his understanding of popular stereo- 
types and prevalent sexual beliefs. Ivar Oxaal has an inter- 
esting piece that reconsiders the Jewish background to 
Freud’s thinking. Oxaal succeeds in elucidating the issue 
without exaggerating the matter through overstatement. One 
of the best articles is by Timms, one of the editors, who 
concentrates on Freud’s London library and his private read- 
ing. Freud’s marginal notes in the books he chose to take 
with him into exile in England demonstrate that his cultural 
interests were an essential constituent of all his creative ac- 
tivity. The annotations in his books establish that Freud did 
not read literary works, for example, for relaxation but ap- 
plied a working method which reveals a considerable degree 
of literary sophistication. 

Ritchie Robertson addresses himself to “Moses and 
Monotheism,” the last work Freud completed. Robertson 
considers it Freud’s “most Nietzschean book.” Robertson’s 
article deserves attention, especially because practicing ana- 
lysts are apt to ignore the significance of Freud’s thesis in his 
study of Moses. I was fascinated by all the primary docu- 
mentation that Murray G. Hall comes up with in describing 
the fate of Freud’s publishing house after the Nazis took over 
in Germany. Hall obviously has his finger on the pulse of old 
Vienna in his description of the personality of Anton Sauer- 
wald, a chemist, the man whom the Nazis placed in charge of 
liquidating Freud’s business affairs: “Politically speaking, he 
seems to have been a typical Austrian, keeping all his options 
open. While wearing the membership pin of the Fatherland 
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on one lapel, he had the swastika on the other.” Hall knows 
that this need not mean that Sauerwald does not deserve full 
credit for helping to shield the Freuds from the Nazis, and he 
quotes the full text of Anna Freud’s 1947 letter in Sauer- 
wald’s behalf. 

Part two of Freud in Exile is titled Reception and Exile and 
also contains work of considerable interest. R. Andrew 
Paskaukas, who is editing for publication the full correspon- 
dence between Freud and Ernest Jones, has an article about 
their letters that contains nuggets of important quotations. 
Pearl King writes about the early divergences between the 
psychoanalytic societies in London and Vienna. Stephen 
Bann has an essay on the aesthetics of the Kleinian Adrian 
Stokes. Not all the articles are equally successful, however, 
and on rare occasions some authors exhibit the kind of sec- 
tarian fanaticism that has hobbled this field of inquiry in the 
past. 

Part three, Problems of Translation, contains articles by 
Malcolm Pines, Riccardo Steiner, Darius Gray Ornston, Jr., 
Alex Holder, and Helmut Junker. Each of these works has 
something to recommend it, since every act of translation is 
also an interpretation, but I would like to raise a point that 
has hitherto, I think, gone undiscussed. To what extent does 
this concern with issues of translation tend to reinforce rather 
than challenge fundamentalist sorts of thinking? If we start 
putting our scholarly resources into refining and correcting 
James Strachey’s standard edition of Freud’s works, will 
there not be a tendency to slight the issue of the legitimate 
reservations that ought to be entertained about the substance 
of Freud’s ideas? The new effort to mount a return to the 
“true” Freud is bound, I suspect, to neglect the fair-minded 
criticisms of his concepts that ought to be considered. 

Part four, Perspectives for the Future, is the slightest of the 
sections, but each of the papers repays scrutiny: Earnest Gell- 
ner on the anthropological perspective, John Bowlby on 
changing theories of childhood, Naomi Segal on the question 
of women, Teresa Brennan on the feminist debate, and Wal- 
ter Toman on Freud’s influence on other forms of psycho- 
therapy. I especially admired the closing piece by David 
Newlands, the first curator of the Freud Museum in London, 
which is an account of his labors at 20 Maresfield Gardens. 

The editors, both dons at the University of Cambridge, 
deserve to be congratulated for their fine work. 


PAUL ROAZEN, PH.D. 
Toronto, Ontario, Canada 


The Politics of Psychoanalysis: An Introduction to Freudian 
and Post-Freudian Theory, by Stephen Frosh. New Haven, 
Conn., Yale University Press, 1987, 290 pp., $30.00. 


This book touches briefly on Marxism and democracy, but 
the real meat is in the review of psychoanalysis and its var- 
ious outgrowths. In his introduction the author says, “In this 
book the focus is on those major traditions that most clearly 
bring out the differing aspects of psychoanalytic theory, es- 
pecially as it relates to social thought.” 

Psychoanalysis is a powerful field of thought that has in- 
fluenced people the world over. One has only to remember 
Alexander Graham Bell with his primitive telephone or Thom- 
as Edison and his light bulb to see that basic ideas are still 
valid even though many changes: and improvements have 
taken place. Freud must be viewed at least in part as a prod- 
uct of his time. He was not the first to realize the existence of 
an unconscious portion of the mind, but he was the first to 
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struggle with problems never before put into a cohesive the- 
ory. It is no surprise that some rejected his theory, some 
joined him, and some departed to pursue their own theories. 
It remains that Freud began the movement and that among 
analytically oriented workers many of his fundamental ideas 
remain, although modified by many, including himself. Some- 
thing certainly must account for the existence of the Inter- 
national Psychoanalytic Association and its various mem- 
bers, including the American Psychoanalytic Association. 

To the displeasure of many, Freud said that infants and 
babies are filled with sexual and aggressive instincts. It be- 
came obvious that if these instincts continued to be ex- 
pressed, especially in excess, they would cause untold chaos 
in the world culture. External and internal forces (repression, 
for example) keep this from happening. In other words, the 
pure pleasure principle must be contained. As Freud told a 
mythical patient early in his career, “No doubt fate would 
find it easier to rid you of your illness, but you will be able to 
convince yourself that much will be gained if we succeed 
in transforming your hysterical misery into commonplace 
misery.” 

From Freud’s earliest focus on the id, which is totally un- 
conscious, analysis gradually increased its interest in the ego, 
only a part of which is unconscious, especially the mecha- 
nisms of defense. Frosh, obviously knowledgeable and well 
read, describes the movement of analysis to a larger focus. 
He presents both positive and negative aspects of the writ- 
ings of Anna Freud, Hartman, and Erikson. 

In the chapter, “Splitting of the Mind,” Frosh says that 
Melanie Klein’s particular contributions to the debates on 
psychological structure and development derive from the ex- 
traordinary manner in which she used concepts from both 
“biological” and “relationship” approaches. Frosh gives 
considerable attention to her ideas even though they have 
really never caught on in the United States. In the same chap- 
ter he explains Lacan’s theories, although they also have not 
caused big waves in this country. 

In chapter six, “Psychoanalysis and Politics,” the author 
discusses Libertarian Freudism, paying particular attention 
to the writings of Wilhelm Reich, whose contributions were 
brilliant until his mental problems developed, and “feminist 
psychoanalysis.” We have taken a long step from Freud’s 
early pronouncements about the superiority of men over 
women and about women as castrated and inferior. Along 
the way progress has been made, even though some of our 
colleagues today look on women as relatively helpless. Too 
much patriarchal thought remains today but is slowly being 
eroded. For centuries women have been considered inferior 
to men in almost every sphere. It is not unexpected that great 
effort is needed to modify such a longstanding view, and it 
must be said that Frosh presents some excellent arguments in 
favor of the differences in psychological development of men 
and women. 

In the chapter “Therapy and Cure” the author writes, 
“Psychoanalytic therapy aims at helping the individual so 
that he can continue to function as part of a sick civilization 
without surrendering to it altogether.” Freud wished that 
psychoanalysis would avoid the use of medicine as its model. 
He had a premonition that psychoanalysis would become 
reduced to psychotherapy, eventually to be found listed un- 
der “treatments” in psychiatric textbooks. 

In the chapter entitled “The Power of the Analyst” there is 
an interesting discussion of transference and interpretation 
as well as countertransference. Frosh comments, ‘“Where 
classical analysts concentrate on uncovering defenses, on ego 
analysis, Klein’s is very much an ‘id psychology’ dealing di- 
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rectly with primitive unconscious emotions of the patient’s 
unconscious world.” There follows an interesting discussion 
of the goal of therapy with schizoid patients, which is radi- 
cally different from conventional analytic work. 

In conclusion, this is a well-written book by a knowledge- 
able author. It covers a wide range of psychoanalytic prin- 
ciples and offshoots and variations of each of the theories. It 
should be a valuable book for any mental health worker 
interested in analytic principles. I highly recommend it. 


STUART M. FINCH, M.D. 
Green Valley, Ariz. 


Progress in Self Psychology, vol. 3: Frontiers in Self Psychol- 
ogy, edited by Arnold Goldberg. Hillsdale, N.J., Analytic 
Press, 1988, 287 pp., $29.95. 


Heinz Kohut’s work began with strictly psychoanalytic 
contributions to the treatment of individuals suffering from 
narcissistic personality disturbances. He drew attention to 
cohesion of the personality, fragmentation of self-experience, 
and anticipatory anxiety about the occurrence of those frag- 
mented states (fragmentation anxiety), all of which necessi- 
tated the patient’s reliance on relationships with “‘selfob- 
jects” for the purpose of maximizing personality cohesion. 
The enduring need for “‘selfobjects” was felt to constitute 
a specific fixation and showed up in specific types of narcis- 
sistic transferences: mirroring, idealizing, and twinship 
transferences. 

In the almost 20 years since the publication of The Anal- 
ysis of the Self (1), a large self psychology movement has 
arisen that has led to controversy both in and out of psycho- 
analytic circles. Kohut’s major insights have touched off the 
emergence of a general self psychological approach to psy- 
choanalysis and psychotherapy that has been hailed by some 
as a new science of intersubjectivity and reviled by others as 
a simplistic retreat from the discipline and problems inherent 
in doing psychoanalysis and psychotherapy. The critics feel 
that self psychology avoids negative transference and the dis- 
tasteful regressions to infantile sexuality and primitive ag- 
gressivity, thereby depriving the patient once more of a 
chance to overcome his or her basic difficulties. The last two 
decades have seen the development of a new terminology—a 
clinical language of self psychology—and a core of recog- 
nized clinician-theorists who are its spokespersons. The con- 
cept of incohesiveness of self-experience has expanded to 
become a general aspect of the self and its need for others 
rather than a pathological fixation. Likewise, the concept of 
“selfobject” has expanded beyond a manifestation of a spe- 
cific kind of pathological transference to a general aspect of 
human relatedness. 

The literature on self psychology has tended to be quite 
heavily represented by reports of second analyses and ther- 
apies that correct the bunglings and insensitivities of the first 
therapist or analyst (who is usually mainstream or ‘‘classi- 
cal”). In my opinion, the overall quality of the self psychol- 
ogy literature has been somewhat marred by this polemical, 
anticlassical agenda. 

Frontiers in Self Psychology, volume 3 of the annual Prog- 
ress in Self Psychology series, is by and large a refreshing 
exception to this trend. The book is introduced by James L. 
Fossage, a notable contributor to the literature on dreams. 
The 13 contributions are mostly outward rather than inward 
looking. A section on self psychology and infancy includes 
two strong chapters on early development and a discussion 


Am J Psychiatry 147:4, April 1990 


BOOK FORUM 


chapter with contributions by Michael Basch, Joseph Lich- 
tenberg, and Louis Sander. The next section deals with the 
psychoses. A brief introductory chapter by Arthur Malin is 
followed by a fascinating chapter by Robert Galatzer-Levy 
on the use of lithium in the experimental psychoanalytic 
treatment of manic-depressive patients. This chapter repre- 
sents a type of integrative work that, lamentably, is under- 
represented in both the psychoanalytic and the pharmaco- 
logical literature. Robert Stolorow and his colleagues, 
George Atwood and Bernard Brandchaft, contribute an im- 
portant chapter on concretization in psychotic states. In the 
final chapter in this section Michael Basch and Paul Tolpin 
discuss the preceding two chapters. The third section con- 
tains three clinical contributions. Noteworthy in this sec- 
tion—~but not nearly detailed enough—is James Fossage’s 
chapter “Dream Interpretation Revisited.” The final section, 
on theoretical contributions, contains an excellent paper, 
“On Boundary Formation” by Russell Meares, and a fasci- 
nating, highly speculative chapter on the biological founda- 
tions of self psychology by Daniel Kriegman. 

Overall, this book is worthy of its title. These are indeed, 
for better or for worse, the frontiers in self psychology. The 
editor is to be commended for his transcending the inbred 
and somewhat stale format that has characterized other ed- 
ited volumes on self psychology. The reader interested in self 
psychology will be exposed to the frontiers of the movement. 
The more scholarly reader will be left a bit unsatisfied with 
the absence of in-depth considerations of major issues posed 
by Kohut’s discoveries. For example, there is a tendency to 
discuss lack of personality cohesion and fragmentation as 
though it were perfectly clear what kinds of phenomena 
these are. There is also a total lack of attention to the clinical 
and developmental aspects of the self-conscious emotions, 
especially shame and envy. Finally, other than Fossage’s use- 
ful chapter, there is not enough on the workings of the 
unconscious in dreams and fantasies. Despite these short- 
comings, the book can be recommended to provide an up- 
to-date, useful, and largely well-balanced perspective on the 
state of self psychological thinking and practice. 
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Pragmatism’s Freud: The Moral Disposition of Psychoanal- 
ysis, edited by Joseph H. Smith, M.D., and William Kerrigan, 
Pb.D. Baltimore, Johns Hopkins University Press, 1986, 173 
pp., $24.50. 


As this volume shows, philosophers and other humanists 
have much to say about the way professionals and the laity 
think in the post-Freudian world. Ironically, the founder of 
psychoanalysis tried to stem his own powerful philosophical 
leanings in hopes of making his science less vulnerable. These 
eight rather disparate essays address, in part, Freud’s strug- 
gle—not least with his own ambition—and, more broadly, 
twentieth-century culture’s efforts to assimilate, reject, or 
transform Freud’s work. 

Philosopher Richard Rorty keynotes the book with “Freud 
and Moral Reflection.” He lives up to the editors’ description 
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as a clear, direct, independent polemicist with a sparkling 
style. Noting David Hume as Freud’s forebear, Rorty points 
to the disappearance of the human center (the soul or will) 
with the progressive mechanization of the psyche. He finds 
consolation in the dignity Freud accords our unconscious 
selves: “not dumb, sullen lurching brutes, but rather the in- 
tellectual peers of our conscious selves, possible conversa- 
tional partners for those selves.” He argues further, 


Freud gave us a new technique for achieving a genu- 
inely stable character: the technique of lending a sym- 
pathetic ear to our own tendencies to instability, by 
treating them as alternative ways of making sense of the 
past, ways that have as good a claim on our attention as 
do the familiar beliefs and desires that are available to 
introspection. His mechanistic view of the self gave us a 
vocabulary that lets us describe all the various parts of 
the soul, conscious and unconscious alike, in homoge- 
neous terms: as equally plausible candidates for “the 
true self.” .. . Freud has no contribution to make to so- 
cial theory. His domain is the portion of morality that 
cannot be identified with “culture”; it is the private life, 
the search for a character... . Not until Freud did we 
get a usable way of thinking of ourselves as machines to 
be tinkered with, a self-image that enabled us to weave 
terms describing psychic mechanisms into our strategies 
of character-formation ....[Freud’s major legacy is] 
the intellectual’s ability to treat vocabularies as tools 
rather than mirrors. 


Quoting Rorty is like quoting Brahms: you can identify 
themes, but their interconnections and harmonies are essen- 
tial to appreciate the work. Self-definition and self-creation 
figure explicitly in this model, and I wish Rorty and those 
contributors concerned with immortality and will had indi- 
cated an acquaintance with the relevant work of Otto Rank, 
particularly Art and Artist (1). 

In his response, Richard King brings Rorty into the orbit 
of Jacques Derrida and takes issue with, among others, the 
comment on social theory. James Earl contributes an essay 
on tragedy entitled “Identification and Catharsis,” which 
veers away from Rorty, as do most of the others. David 
Damrosch presents a major study of Freud’s ambivalent tie 
to Rome and its relation to his personal ambition, an essen- 
tial new text for historians of psychoanalysis. Like William 
Kerrigan’s reconsideration of Freud’s memory disturbance 
on the Acropolis, the paper stands on its own. So does Gor- 
don Braden’s long discourse on Petrarch, “Love and Fame,” 
which is the one chapter I found too esoteric for this collec- 
tion. By contrast, “The Moral Perils of Intimacy” by philos- 
opher Annette Baier should attract readers who usually find 
these topics intellectual and cold. Decrying the avoidance of 
love in modern moral philosophy, she writes, 


It is as if our great moral theorists, since Hobbes, have 
tried to formulate a morality acceptable to unloving and 
unloved persons, an impersonal morality....The 
moral heritage of our patriarchal past includes not only 
the myth of the paternal omniscient authority but also 
that of the loving father. Moralities that require of us 
that we love, and respond to love, can be equally apt to 
encourage tyranny and coercion....Motherlove... 
has to avoid both exploitation of the mother’s im- 
mensely superior power and that total self-abnegation 
that turns the infant into the tyrant. Love between un- 
equals in power is good of its kind when it prepares the 
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less powerful one for love between equals... . We ur- 
gently need a new assignment of social roles, and a new 
morality [to guide us] on how to treat those close to us 
so that closeness, chosen or not chosen, can be sustained 
without domination or mutual suffocation, as well as on 
how to respect the rights of strangers so that distance 
does not entail moral neglect. (p. 100) 


Not surprisingly, Baier cites social scientists Carol Gilligan 
and Nancy Chodorow in her call for a moral theory that 
makes sense to lovers as well as to strategists, religionists, 
and statisticians. 

Although it is a bit of a hodgepodge, this volume will 
outlast most books that psychiatrists encounter in a year or 
two. As a philosophical amateur, I am glad to have read it 
and to have it on my shelf. 
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CLINICAL ASSESSMENT 





International Classification in Psychiatry: Unity and Diver- 
sity, edited by Juan E. Mezzich, M.D., Ph.D., and Michael 
von Cranach, M.D. New York, Cambridge University Press, 
1988, 390 pp., $59.50. 


Perhaps the one thing that all psychiatrists have in com- 
mon is their basic medical training. Wherever that took 
place, it is likely that its content differed from one medical 
school to another only in detail, and it is virtually certain that 
all of us were taught the necessity for thorough assessment, 
differential diagnosis, and diagnosis. The content of our psy- 
chiatric training, however, could differ enormously accord- 
ing to the era of training, the geographic location in which it 
occurred, and the theoretical background of each particular 
school. We know that in some schools there was a bias 
against systematic diagnostic procedures, and in retrospect 
this can be seen to have been a deadly error. 

In the past generation, psychiatry has become a therapeu- 
tically active and, in many ways, a therapeutically more op- 
timistic specialty. To be specific, however, treatments have to 
be related to verifiable diagnoses, and we are only beginning 
to edge toward that situation. New technologies will un- 
doubtedly make enormous advances in linking specific illness 
with specific treatment in the coming decades. We should be 
honing our clinical skills in preparation. 

DSM-III was not perfect, but North American psychiatry 
owes it an enormous debt of gratitude for firmly reempha- 
sizing the central preliminary role of classification and diag- 
nosis in rational treatment. It also insisted on an atheoretical 
approach to diagnosis, which some authorities dislike be- 
cause they find it difficult to separate etiological speculation 
from syndrome description. Despite its shortcomings, DSM- 
III adopted a less parochial, more international approach, 
and it is fascinating to see that many other nationalities have 
responded positively to it and to its modification, DSM-III- 
R. I have visited a number of countries in recent years in 
various parts of the world where DSM-III and DSM-III-R 
are being accepted as standard diagnostic guidelines. I can 
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even report that some of my former senior British colleagues 
are beginning to take DSM-III very seriously. There can be 
no greater compliment than this. 

The title of this book, International Classification in Psy- 
chiatry: Unity and Diversity, almost says it all. This is a 
collection of papers from the World Psychiatric Association 
Conference on Classification in Psychiatry, held in Montreal 
in 1985. It ranges across international and certain national 
diagnostic systems, looks at specific syndromes, considers 
terminology and important nosological issues, and discusses 
aspects of assessment instruments. It ends with a (disappoint- 
ing) panel discussion on the forthcoming ICD-10, but it is 
really DSM-III that sneaks away with the honors throughout 
the book. The impact of DSM-III on a worldwide profes- 
sional audience has clearly been profound, and one really 
begins to feel that an international system of language and 
knowledge in psychiatry is standing on the threshold. 

This book is essentially a collection of short essays, includ- 
ing a small number of investigative reports. It adds little that 
is new to our sum of knowledge, and, in fact, it is a little 
out-of-date because DSM-III-R emerged after the confer- 
ence. However, ICD-10 is not yet out and is awaited with 
considerable interest because it is likely to converge with 
DSM-III-R in some important areas, so the book can be read 
with profit as a lead-up to the appearance of the new World 
Health Organization classification. 

The main interest for me in this volume was the underlin- 
ing of traditional differences in case assessment and diagnosis 
in different countries, The chapters on French classification 
by Pull, Pull, and Pichot and Scandinavian classification by 
Strömgren are especially revealing about how we can all ob- 
serve the same phenomena yet interpret them very differently 
as a result of preconceived philosophies, theoretical frame- 
works, and semantic idiosyncrasies. The good news is that 
there seems to be increasing willingness today to cross the 
boundaries of language and culture and to see more and 
more the huge similarities in particular mental disorders, in 
whatever country they occur. 

This is not an enthralling book, but it is a salutary one. I 
recommend it to psychiatrists of every stripe as a reminder 
that good diagnosis is the keystone of any medical approach, 
and psychiatry can be no exception. However, there is one 
element that the book hardly touches on, and which I think 
we should all grasp: that is, the increasing speed of change in 
our knowledge base. DSM-III-R is hardly out and already 
the process of preparing DSM-IV has begun. ICD-10 will be 
outdated before it is published, and no doubt [CD-11 will 
have to be considered before long. It is frightening but ex- 
hilarating and undoubtedly means that our specialty is on the 
move. Stringent diagnostic habits will be among the factors 
that will help keep it on the right lines. 


ALISTAIR MUNRO, M.D. 
Halifax, Nova Scotia, Canada 


Clinical Assessment of Malingering and Deception, edited by 
Richard Rogers. New York, Guilford Press, 1988, 365 pp., 
$39.50, 


Not many readers would argue with the proposition that 
all of us have lied and all of us have been lied to. With the 
human capacity to deceive known to us firsthand, our curi- 
osity about those who dissimulate comes easily. In the clin- 
ical setting, malingering and deception may be important 
subtexts, and they are very often explicit themes in forensic 
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and disability examinations. The need for more information 
in this area can be satisfied through this informative volume. 

The editor has assembled a book that covers the full spec- 
trum of psychiatric and medical deception, including diag- 
nostic issues, psychometric and other methods of detection, 
and research issues. The breadth of coverage is especially 
good. The authors are very candid about the limitations of 
detection methods, which are substantial enough to be dis- 
heartening to the clinician. They are also sensitive to many of 
the ethical dilemmas involved in clinical applications and 
research methods in this field. There are penetrating discus- 
sions and critiques of the research methods that detection of 
deception is based on. 

The opening chapter defines the terms used in the book, 
and this is very helpful. Malingering is defined in accordance 
with DSM-III as conscious fabrication. Defensiveness is used 
as the opposite of malingering—that is, the conscious denial 
or minimization of symptoms. The subsequent chapters dis- 
cuss medical and psychiatric syndromes associated with the 
various forms of deception. These are generally useful and 
clearly presented, although there are occasional, grating re- 
dundancies. Important unifying features applied throughout 
the book are tables listing two sets of criteria for each type of 
deception: 1) threshold criteria that would lead the clinician 
to suspect the presence of a given disorder and 2) criteria that 
would fulfill requirements for a disorder. 

Material on malingered posttraumatic stress disorder 
(PTSD) is well done. However, the chapter on PTSD also 
includes material on other disorders that appear after injury. 
By using the term “posttrauma” rather than the more precise 
term “postinjury” when referring to syndromes occurring 
after injury, the author is less clear than he might have been. 
Nonetheless, there is still a lot that is useful in this chapter, 
including a discussion of so-called compensation neurosis. 

An excellent chapter on children and deception discusses 
moral development, including the work of Piaget and Kohl- 
berg as well as more recent research. Of particular value is a 
clear and concise discussion of the assessment of deception in 
children. This is a troublesome area laden with risk because 
decisions are made in cases involving accusations of sexual 
abuse, child custody cases, and other matters that have im- 
mense repercussions. 

The chapters on psychometric approaches to detecting de- 
ception tend toward the technical and are probably of great- 
est interest to those who administer such tests. Of impor- 
tance to all of us is the clear conclusion that deficits can be 
faked on almost any existing test. Of some small solace is the 
observation that symptoms cannot be minimized on neuro- 
psychological and intellectual testing—that is, one cannot 
appear better than one really is. The chapter on neuropsy- 
chological measures is extremely clear and the most instruc- 
tive in this section of the book, elaborating principles that 
have broad applicability. 

In some ways, the chapter on polygraph techniques is chill- 
ing. The imprecision of the technique, the necessity of using 
deception to detect deception, and the tendency for errors to 
favor false accusation of the innocent are all worth knowing 
about. The authors of this chapter as well as other chapters 
on special techniques are very clear about the frail nature of 
much of the research forming the basis of these techniques. 
At the same time, there are interesting discussions of how 
research should be done and on newer experiments in detec- 
tion of deception. Chapters on hypnosis, structured inter- 
views, and evaluation and research involving sex offenders, 
including the use of phallometric techniques, are included. 

The final two summary chapters on clinical methods and 
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research are indeed clear summaries. I would suggest that, 
after reading the introduction and skimming the section on 
diagnostic issues, the reader turn to the summary chapters 
before plunging into a more detailed reading of the entire 
book. 

We are cautioned to suspect deception in our clinical 
work. Although this is good advice, it is unnerving. Having 
to consider that our patients might be lying to us rather than 
manifesting symptomatic behavior has the potential for dis- 
torting the therapeutic relationship. On the other hand, it 
gives one pause when patients do such things as commit 
suicide in an obviously carefully thought out manner after 
denying such intent or deliberately minimize symptoms in 
order to be accepted into therapy. 

If one believes that detecting deception is an easy matter, 
this book will lay that concept to rest. Dissimulation is an 
important human behavior. Deceptive behavior has myriad 
origins and manifestations, making it no wonder that its 
detection is difficult. This is a forthright and useful book for 
those interested in learning more about this phenomenon. 


ARNOLD WERNER, M.D. 
East Lansing, Mich, 


PSYCHOSOMATIC DISORDERS 


Psychosomatic Disorders, by Benjamin B. Wolman. New 
York, Plenum, 1988, 312 pp., $39.50. 


The author refers to this volume as “an encyclopedic book 
on psychosomatic disorders . . . . It covers the entire field of 
mind-body issues in psychology and psychiatry and related 
areas of clinical medicine.” It is directed to advanced stu- 
dents in medicine and allied professions. Neither an alpha- 
betical-order encyclopedia nor a multiauthored compendium 
but a compact, concise, and easily readable digest, this vol- 
ume is remarkably successful in its stated aim. It is organized 
into four major parts: Foundations, Etiological Consider- 
ations, The Disorders, and Treatment Methods. Each chap- 
ter is subdivided into a total of more than 200 topical head- 
ings. The extensive references are placed at the ends of 
chapters. There are organizational difficulties and some awk- 
wardness of topic flow and repetitiveness, but this multidi- 
mensional discipline is not easily organized into a straight- 
line narrative. 

The book begins with the ancient dualism controversy 
(psychosomatics being the intersection of medicine with phi- 
losophy); the author acknowledges the lack of resolution of 
the mind-body debate. Each unquestionably influences the 
other, and psychosomatic medicine is concerned with the 
capacity of the mental system to produce physical illness. 
Admittedly, how psychological or social experiences are 
transduced into pathogenic physiology remains obscure. 

After the historical overview, Wolman covers psycho- 
analysis, neurophysiology, and the immune system as foun- 
dations of theory. As etiological factors he discusses stress, 
conditioning, society and culture, family relations, and per- 
sonality. The sections on the disorders and treatment meth- 
ods include the topics one would wish to see, including 
psychosomatic issues in the “purely” mental disorders of 
anxiety, school phobia, conversion hysteria, depression (with 
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mania), and schizophrenia, The emphasis here is on the phys- 
ical symptoms accompanying these primarily mental disor- 
ders. In closing, the author emphasizes comprehensive and 
flexible treatment, considering the behavioral, affective, cog- 
nitive, interpersonal, and biological components of the hu- 
man mental system, 

As a counterpoint to the excellent scholarly review, an- 
other voice makes a periodic appearance: the author presents 
theories and conclusions from his own work, views that 
many readers may find debatable. Regarding the monism- 
dualism debate, Wolman favors “monistic transitionism”’ as 
a resolution. According to this theory, matter evolves in three 
phases: inanimate, organic, and psychological: 


At a certain phase in evolution, matter turns into psy- 
chological processes (which can also be called behavior- 
al). Transitionism links all three phases into one process 
of continuity. This process is also reversible, for, as the 
inorganic matter may become organic matter, and the 
organic matter may become psychological, the psycho- 
logical elements can turn organic and organic elements 
can turn inorganic. (p. 48) 


This is a provocative idea; sort of a psychological E=MC?. 
However, the lengthy argument presented as its logical foun- 
dation is unconvincing. 

Wolman also states unequivocally that “psychosomatic 
symptoms always carry a message. All of them serve the 
same purpose: escape from a difficult, embarrassing or pain- 
ful situation” (p. 48), a theme reiterated throughout the 
book. Although he cites Alexander’s statement that the vis- 
cera are incapable of expressing ideas because of their auto- 
nomic control, he rejects it in his interpretation of psycho- 
somatic processes. In taking this narrow position, Wolman 
overlooks the important distinctions among such somatizing 
disorders as conversion disorder, hypochondriasis, malinger- 
ing, and factitious disorders clearly presented by Ford (1). 

The concept of stress is oversimplified to an unmitigated 
evil force. Stress is “a reaction of the organism to noxious or 
threatening stimuli,” coming mostly “from without, from 
one’s physical or social environment.” Although physicians 
deal with stressful environments in wartime (Dr. Wolman 
was a military psychiatrist in World War II), the most fre- 
quent source of psychosomatic disorder in the affluent peace- 
time United States is the inability to achieve closure on fan- 
tasized fears and aspirations, not the effects of bombs or 
famine. A heuristically more productive concept acknowl- 
edges stress as a reaction that under certain physiological 
conditions (exercise and study) produces strength and 
growth but becomes pathogenic under conditions of ex- 
cesses. Exploration into the autonomic responses in chronic 
decompensation will help clarify disease formation. 

It would be useful to include the work of Edmund Jacob- 
son (2), who coined the term “progressive relaxation” and 
laid the foundation of the study of the motor system in re- 
lationship to thought, impulse, and behavior on one hand 
and the autonomic reactions on the other. Study in this area 
can help unravel the transduction problem. 

This little volume is densely packed with fine scholarship. 
It is a brief, intensive walk through a large field. Unfortu- 
nately, I feel it is compromised, especially for textbook pur- 
poses, by the author’s not exercising the same academic re- 
straint on his own ideas as he did on those of others. 
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PSYCHOLOGICAL TESTING 





Psychological Testing From Early Childhood Through Ado- 
lescence: A Developmental and Psychodynamic Approach, 
by Miriam G. Siegel. Madison, Conn., International Univer- 
sities Press, 1987, 529 pp., $50.00. 


Dr. Siegel, in both her title and her preface, promises that 
this book will be broad, coherent, and accessible. The work, 
she says, 


is addressed to psychologists, psychiatrists, social work- 
ers, educators, and other members of the helping pro- 
fessions who deal with children and adolescents... . It 
concentrates on several time-honored instruments that 
have established their practical usefulness and are 
widely used in psychodiagnostic work with children. 
The book is written from developmental and psychody- 
namic perspectives, and its approach is holistic, Its cen- 
tral purpose is to delineate a method of test analysis that 
evokes a picture of a singular child. (p. vii) 


This advance billing piqued my interest in becoming clearer 
about theoretical foundations and empirical applications of 
some of the best-known psychological tests for assessing 
child and adolescent development. 

These promises are only partly fulfilled. On the positive 
side, readers will find many important strengths. They will 
discover a highly experienced psychologist who is committed 
to a very specific perspective but not controlled by it. 
Throughout the book Dr. Siegel offers strong arguments, by 
proclamation and example, of the importance of using mul- 
tiple strands of evidence—tests, interviews, and direct obser- 
vation—to capture the many-sided nature of a child or ado- 
lescent’s development and personality. She frequently shows 
us excellent examples of the way that observation, history, 
and test data can be integrated to give a diagnostic picture 
and predictions about clinical course. We find many in- 
stances of a skilled practitioner at work. Dr. Siegel vividly 
conveys test behaviors and impressions, smoothly moving 
from quantitative description of test results to intriguing 
speculations about the meaning of results obtained from pro- 
jective tests. 

Part one, The Psychological Examination, presents basic 
aspects of examining a child through a variety of instruments 
and, most importantly, offers thoughtful discussions about 
the nature of these instruments. Among the instruments cov- 
ered are the Wechsler Intelligence, Rorschach, Thematic Ap- 
perception, Human Figure Drawing, and Bender-Gestalt 
tests. I was especially pleased by the excellent chapter on the 
nature of projective tests entitled ‘“Projective Techniques: 
Theory and Overview.” 

In part two there is a series of long case studies (with many 
observations and test protocols) ranging from a 3-year-old 
child (“Charlie”) to several children in their late adolescence. 
It is in these case studies that Dr. Siegel most intimately 
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reveals how she proceeds to test, think about her data, inte- 
grate observations, and communicate with clinicians and 
(sometimes) with parents. Also helpful are the brief follow- 
up vignettes that she provides at the end of each of the case 
histories. 

With all of the strengths, one might wonder, why did I feel 
my high hopes dashed by this book? There are difficulties 
that dampened my otherwise enthusiastic response. First, al- 
though Dr. Siegel notes that her framework is psychody- 
namic and developmental, in the end I felt that the very 
heavy psychodynamic scaffolding interfered with an open- 
ness to other theoretical perspectives for understanding de- 
velopment. There are many references to psychoanalytic con- 
structs such as superego, ego, and defenses. Although 1 have 
no problem with an explicit commitment to a theoretical 
approach, I think that social cognition, general cognition, 
and at times neuropsychological perspectives could have 
been helpful in alerting the reader to complexities of devel- 
opment and its assessment. 

A second difficulty has to do with the lack of integration 
between the two parts of the book. Cases are introduced in 
the second part, following the introduction of each test. 
However, even though I have some knowledge of these tests, 
I found it necessary frequently to flip back to some of the 
original chapters to make sense of the statements and con- 
clusions in the later chapters. Although some of this to-and- 
fro activity in reading such a book may be inevitable, I think 
that it might have been diminished by introducing threads of 
the various cases within the conceptual material, anticipating 
some connections to these later case reports. 

The third difficulty that makes appreciation of the case 
material difficult is the level of explanation about the test 
variables. Although the Bender-Gestalt and the Thematic 
Apperception tests and data are presented and explained 
very thoroughly, this is not the case for the Rorschach data. 
A relatively brief chapter in the first part of the book only 
partially prepared me for the Rorschach data. The stimuli for 
each Rorschach card are not well described. When the re- 
sponses to the cards and the inquiries within the cases are 
presented, it is very hard to understand what the actual stim- 
uli were. Surely it could have been possible to provide, at the 
very least, photographs of each of the Rorschach cards in 
either the earlier chapters or later. Creating even further dif- 
ficulties with understanding these Rorschach protocols are 
the many scores given: W, F, H, FM. Some of these variables 
are explained in the Rorschach chapter, but not to the extent 
needed to understand the meaning of these many symbols 
and notations in the later part of the book. Although this 
technical language may be understandable to the experienced 
psychological tester, it is not obviously accessible to the more 
generally curious reader, such as myself, or to the others for 
whom this book is addressed. My difficulty with this aspect 
of the book was especially heightened when quantitative 
data were given regarding locations, determinants, and var- 
ious ratios of the symbols. I think it is fine to present such 
detailed data, but it is then incumbent on the author to pro- 
vide an explanation of what these data mean. Finally, I was 
startled by the book’s sudden ending with the last case his- 
tory, “Henrietta: Adolescent Anorexia.” A concluding sec- 
tion summarizing some of the themes and issues raised by the 
cases, developing questions for future research, or pulling 
together many of the clinical and conceptual issues would 
have been useful in providing some synthetic overview of the 
multistranded data and speculations offered by the author. 

Despite these various misgivings, | would still recommend 
this book to practitioners and psychological researchers who 
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want to gain an appreciation of the subtleties of clinical psy- 
chological testing. This book provides a fine glimpse of the 
workings of the mind and the practice of a skilled and 
thoughtful psychologist. As such, it may whet the appetite of 
those of us who would like to gain more understanding 
‘about this very special kind of clinical-developmental psy- 
chological assessment. The diversity of data presented and 
the subtlety of psychological responses to the life cycle de- 
scribed by Dr. Siegel enhance our appreciation of the many 
tools that can be used to grasp facets of how boys and girls 
pursue normal and pathological developmental paths. 


STUART T. HAUSER, M.D., PH.D. 
Boston, Mass. 


Primitive Mental States and the Rorschach, edited by How- 
ard D. Lerner and Paul M. Lerner. Madison, Conn., Inter- 
national Universities Press, 1988, 635 pp., $65.00. 


There can be little doubt that, after its predicted demise in 
the late 1960s and early 1970s, the field of personality as- 
sessment has refuted critics and doomsayers alike and un- 
dergone a powerful resurgence. This growth is evident in the 
amount and quality of published research, the recent inau- 
guration of a major new journal devoted entirely to psycho- 
logical assessment (Psychological Assessment: The Journal 
of Consulting and Clinical Psychology), and the popularity 
of professional conferences and workshops with personality 
assessment as their primary focus. 

Developed in the second decade of this century by the 
brilliant Swiss psychiatrist Hermann Rorschach, the inkblot 
test has been at the center of this resurgence. It has been 
aggressively attacked by academic psychologists for its lack 
of scientific validity and by humanistic psychologists for its 
pathologizing focus, but it has remained a widely used and 
clinically useful tool. Largely through the empirical work of 
Dr. John Exner (1—3) and assisted by the continued growth 
and productivity of the psychoanalytic school of interpreta- 
tion, the Rorschach has found a new respectability and has 
acquired a new generation of enthusiastic adherents. It is 
now more popular and solidly grounded, both empirically 
and conceptually, than ever before. 

Primitive Mental States and the Rorschach follows and 
complements an earlier text, Borderline Phenomena and the 
Rorschach Test (4), and provides a weighty collection of 
research and clinical papers addressing “primitive, archaic, 
or preoedipal phenomena and psychopathology.” Written 
primarily from a psychoanalytic perspective, these papers 
focus on depression, suicidality, incest, sexual perversion, 
eating disorders, and transsexualism as well as the old stand- 
ards—borderline, narcissistic, and schizophrenic disorders. 
The four psychologies of psychoanalysis (5) are represented 
here, with a special emphasis on object relations theory. 

This is not a text for everyone. Given its highly technical 
and often esoteric focus, the book is most likely to appeal to 
Rorschach specialists. The enduring strength of the inkblot 
test, and a particular merit of this volume, is concern with 
understanding inner experience as revealed by what is seen in 
the blots. This is fundamentally a humanistic concern and 
assumes dramatic new meaning as psychiatry, in its endeavor 
to remedicalize, becomes focused more and more on brain 
amines and neuroanatomy and less and less on personal 
meaning and significance. Despite the technical and arcane 
i , dthas grown up around it, the Rorschach remains 
a window.into‘the psyche. 
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Primitive Mental States and the Rorschach demonstrates 
both the strengths and limitations of contemporary psycho- 
analytic interpretation in Rorschach testing. Like previous 
Rorschach texts, it reveals the richness and as yet untapped 
genius of Rorschach’s test. 
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CROSS-CULTURAL PSYCHIATRY 


Clinical Guidelines in Cross-Cultural Mental Health, edited 
by Lillian Comas-Diaz and Ezra E.H. Griffith. New York, 
John Wiley & Sons, 1988, 361 pp., $39.95. 


The progressive blossoming of cultural psychiatry over the 
past decade has been due in great part to the efforts of schol- 
ars who have established a sound theoretical and research 
base for the field. The purposes of this book are ‘‘to provide 
therapeutic suggestions and guidelines to the practitioner 
working within a cross-cultural setting” and to serve as “a 
resource for trainees from all the clinical disciplines” (p. xi). 

The first section examines family values, language, reli- 
gion, race, and political ideology as factors that greatly in- 
fluence the provision of mental health care. Russell’s chapter 
on “Language and Psychotherapy: The Influence of Non- 
standard English in Clinical Practice” is particularly compre- 
hensive, insightful, and well referenced. Hickling’s report on 
the dramatic interplay between politics and psychotherapy in 
Jamaica is an eye-opener. Although politics has not intruded 
on psychiatric practice in the United States as forcefully as it 
has in some other. countries, one cannot help but wonder 
about political influences that subtly affect diagnosis and 
treatment. 

The second section discusses clinical practice with special 
groups such as Afro-Americans, Puerto Ricans, Cubans, and 
West Indians. The chapter by Cervando Martinez on Mexi- 
can-Americans is especially sympathetic and perceptive. The 
chapter by Mollica and Lavelle on Southeast Asian refugees 
reveals the centrality of the “trauma story” in psychothera- 
peutic interventions with refugees. 

The third section consists of a thoughtful chapter on cross- 
cultural mental health treatment, with suggestions for future 
directions in training and research. 

Clinical Guidelines in Cross-Cultural Mental Health cer- 
tainly is a worthwhile book, although each chapter could be 
expanded easily into a book of its own. As the editors note, 
it is difficult to portray the “dynamic reality” of an ethnic 
group whose members have differing educational back- 
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grounds, social statuses, and levels of acculturation. Thus, 
we are presented with a somewhat static picture that "offers 
us a point of departure for conceptualizing more clearly the 
delivery of clinical services that are culturally relevant” (p. 
4). I found many of the chapters to be useful reading for 


BOOK FORUM 


residents in my seminar on the sociocultural foundations of 
psychiatry. 


ARMANDO R. FAVAZZA, M.D., M.P.H. 
Columbia, Mo. 


Reprints cf Book Forum reviews are not available. 
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Letters to the Editor 


Serious Adverse Effects of Combining Fluoxetine and 
Tricyclic Antidepressants i 


Sir: Fluoxetine inhibits the metabolism of tricyclic antide- 
pressants and benzodiazepines (1-3). We believe that this 
letter is the first to document serious adverse effects due to 
this phenomenon. 


Mr. A, a 69-year-old white man with recurrent depres- 
sive disorder, had been treated for 2 months with desi- 
pramine, 125 mg/day (his plasma concentration reached 
171 ng/ml). After he was hospitalized, his desipramine 
dose was tapered to 50 mg/day, and fluoxetine, 20 mg/day, 
was added. Although the patient initially improved, with- 
in 10 days he developed delirium: marked short-term 
memory impairment, confusion, agitation, constructional 
apraxia, mild aphasia, and impairment in calculations. His 
desipramine level was 390 ng/ml. Both drugs were discon- 
tinued, and over the next week Mr. A returned to his 
baseline state. 


Ms. B, a 28-year-old white woman with panic disorder, 
had been treated for 5 months with imipramine, 300 mg/ 
day (her combined imipramine/desipramine plasma con- 
centration reached 276 ng/ml), and alprazolam, 8 mg/day. 
Breakthrough panic attacks led to the addition of fluoxe- 
tine, 20 mg/day. Ms. B experienced a resolution of her 
panic attacks and reported that fluoxetine had been “very 
helpful.” After 10 weeks, however, she experienced a 
grand mal seizure. An emergency room workup produced 
no abnormal findings except a combined imipramine/de- 
sipramine plasma concentration of 945 ng/ml. All medi- 
cations were discontinued. She has not had another seizure 
during 1 year of follow-up. 


Ms. C, a 37-year-old white woman with bipolar disor- 
der, type Il, depressed phase, had been treated with dox- 
epin, 300 mg/day (serum level unknown), lithium carbon- 
ate, 1200 mg/day (serum level=0.86 meg/liter), and 
alprazolam, 2 mg at bedtime as needed for sleep. After 3 
months, fluoxetine, 20 mg/day, was added for 2 weeks and 
then increased to 40 mg/day coincident with a reduction in 
doxepin to 250 mg/day. After 2 months, Ms. C had a 
grand mal seizure. An emergency room workup produced 
no abnormal findings except a combined doxepin/des- 
methyldoxepin plasma concentration of 489 ng/ml. The 
patient stayed on this regimen for an additional 2 weeks 
because of delayed reporting. When the results became 
known, a repeat sample revealed a combined level of 783 
ng/ml. The medications were stopped. 


None of these patients had had previous seizures or delir- 
ium. These cases illustrate the value of monitoring levels of 
tricyclic antidepressants to prevent toxicity and underscore 
the potential danger associated with fluoxetine-induced in- 
hibition of metabolism. In comparison to other cases of tri- 
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cyclic toxicity alone (4), fluoxetine did not appear to increase 
the toxicity of tricyclics beyond inhibiting their metabolism. 
Important questions remain. In what percentage of patients 
will fluoxetine inhibit metabolism of tricyclics? What drugs, 
besides tricyclics and certain benzodiazepines, will have their 
metabolism inhibited by fluoxetine? 
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Overcoming Hypersensitivity to Fluoxetine in a Patient 
With Panic Disorder 


Sir: Despite growing evidence of fluoxetine’s usefulness in 
obsessive-compulsive disorder (1) and panic disorder (2), 
some patients with these disorders initially have great diffi- 
culty tolerating customary doses of the drug. In one study, 
seven of the eight panic disorder patients who were able to 
tolerate 10-70 mg/day of fluoxetine achieved complete re- 
mission of their panic attacks, but eight of the total of 16 
patients studied were unable to tolerate even 10 mg/day of 
fluoxetine (2). Panic disorder patients, in particular, are 
known for their hypersensitivity to a variety of medications, 
including psychostimulants and antidepressants. (The ‘‘jitter- 
iness” syndrome, which occurred in 31% of antidepressant- 
treated panic disorder patients in one study [3], often limits 
compliance [4].) The following example illustrates one such 
response to fluoxetine and the way in which it was success- 


fully handled. 


Mr. A, a 24-year-old man, sought treatment for long- 
standing semisituational panic attacks, night terrors, gen- 
eralized anxiety, and a tendency to worry obsessively 
about his health. In the past, imipramine and desipramine 
had provided some relief from the panic attacks and night 
terrors, but side effects remained troublesome, even after a 
year, so both medications were discontinued. 
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Following a single 20-mg dose of fluoxetine, Mr. A ex- 
perienced 18 hours of intense and extremely uncomfort- 
able nervousness, headache, inability to concentrate, and 
exacerbation of panic symptoms. Subsequent test doses 
confirmed his inability to tolerate 10-mg and even 5-mg 
doses. He was therefore instructed to dissolve the contents 
of one 20-mg capsule in 100 ml of water or apple juice and 
to begin by taking 5 ml of the solution, or 1 mg of fluox- 
etine, nightly. The solution was kept refrigerated; it is said 
by the manufacturer to have a shelf life of 14 days under 
these conditions (Eli Lilly and Co., Medical Department, 
personal communication). 

Surprisingly, even with the 1-mg dose, the patient noted 
some jitteriness, difficulty concentrating, and increase in 
panic attacks, but these diminished over the next 2 weeks. 
Subsequently, the dose could be increased in 1-mg and 
then 2-mg increments approximately every 2 weeks; it 
reached 10 mg/night after 24 months. Interestingly, it 
took 3—4 days for the effects of each increase to be fully 
felt; this was later found to be consistent with the accu- 
mulation kinetics of fluoxetine and its active metabolite, 
norfluoxetine (5). 

At a dose of 10 mg/night of fluoxetine, Mr. A reported 
that his night terrors and panic attacks had virtually dis- 
appeared and that the generalized anxiety and obsessive 
worrying were greatly diminished. Two months later the 
gradual reemergence of obsessive worrying prompted a 
stepwise increase to 20 mg/night. At this writing, 3 months 
later, the patient continues to feel well, tolerates the med- 
ication well, and claims it has “changed [his] whole life” in 
a very positive way. 


l understand that the manufacturer of fluoxetine may soon 
be marketing a stable liquid preparation which would make 
this titration process easier. 
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Anticholinergic Side Effects of Trazodone Combined With 
Another Pharmacologic Agent 


Sir: Trazodone, a triazolopyridine antidepressant, has 
been used widely in psychiatry, in part because of its appar- 
ent lack of anticholinergic side effects (1, 2). This feature is 
particularly helpful in treating patients with depressive dis- 
orders and concurrent physical ailments such as glaucoma, 
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prostatic hypertrophy, and constipation. Two reviews (3, 4) 
have corroborated the observation that trazodone has a very 
low incidence of anticholinergic side effects. However, it may 
not be safe to assume a complete absence of anticholinergic 
potential with trazodone. The following case suggests a need 
for caution when trazodone is used concurrently with an- 
other pharmacologic agent that has anticholinergic effects. 


Ms. A, a 69-year-old white woman, presented with 
symptoms of depression, early morning awakening, de- 
creased appetite, and a 10-lb weight loss during the pre- 
ceding 3 months. She had been taking isopropamide io- 
dide, an anticholinergic antispasmodic drug, for a spastic 
colon. Her other medications included atenolol (a B 
blocker) for hypertension, estrogen replacement, diazepam 
intermittently, and an occasional potassium supplement. 
While we were consulting with her other physicians re- 
garding her medications, particularly the B blocker, we 
decided that a trial of an antidepressant was indicated. Ms. 
A was started on trazodone, 75 mg/day, because of its low 
anticholinergic properties. The day after taking the first 
tablet of trazodone, she experienced urinary retention and 
went to an emergency room for catheterization; she was 
advised to discontinue the trazodone. Two days later, the 
patient, on her own initiative, decided to reinstitute the 
trazodone; she again experienced urinary retention. After 
she again stopped the trazodone and consulted us, we dis- 
continued the isopropamide iodide and restarted the tra- 
zodone. Within 2 weeks, on a regimen of 100 mg/day of 
trazodone, Ms. A felt less depressed and more energetic, 
and there was no recurrence of urinary retention. She sus- 
tained her improvement on the 100-mg/day dose. 


This patient had not experienced urinary retention when 
taking either isopropamide iodide or trazodone alone. The 
urinary retention only occurred on two occasions when both 
agents were being used concurrently. We suspect that the 
additive effects of using the minimally anticholinergic trazo- 
done with the isopropamide iodide were sufficient to bring 
about the episodes of urinary retention. Of course, there are 
alternative explanations, such as alterations in the metabo- 
lism of both drugs. We were unable to find reports of a 
similar drug interaction in the current literature. Clinicians 
should use caution in prescribing even minimally anticholin- 
ergic antidepressants simultaneously with other anticholin- 
ergic medications, particularly for older adults. 


REFERENCES 


1. Gershon S, Newton R: Lack of anticholinergic side effects with 
a new antidepressant—trazodone. J Clin Psychiatry 1980; 41: 
100-104 

2. Taylor DP, Hyslop DK, Riblet LA: Trazodone, a new nontri- 
cyclic antidepressant without anticholinergic activity. Biochem 
Pharmacol 1980; 29:2149--2150 

3. Rakel RE: The side-effect profile of trazodone, in Desyrel (Tra- 
zodone HCI), A Compendium of Three Years of Clinical Use: 
Proceedings of a Symposium, Sept 14, 1984. Evansville, Ind, 
Mead Johnson Pharmaceutical Division, 1984 

4. Robinson DS: Adverse reactions, toxicities, and drug interac- 
tions of newer antidepressants: anticholinergic, sedative, and 
other side effects. Psychopharmacol Bull 1984; 20:280-290 


CARLYLE H. CHAN, M.D. 
ROBERT J. RUSKIEWICZ, M.D. 
Milwaukee, Wis. 


533 


LETTERS TO THE EDITOR 


MAOIs and Méniére’s Syndrome 


Sır: This letter reports a case in which there was an ap- 
parent association of Méniére’s syndrome with monoamine 
oxidase inhibitors (MAOIs). This association is not men- 
tioned in the Physicians’ Desk Reference. Parke-Davis has 
had no previous reports of it with phenelzine, though tinni- 
tus alone has been reported with tricyclic antidepressants (1). 


Ms. A, a 41-year-old depressed woman, was an alco- 
holic who had been sober for 2 years; she had responded 
to ECT but not to tricyclic antidepressants. She was in 
generally good physical health, but she had a history of 
periodic edema in her legs, for which she took diuretics as 
needed, although no diagnosis had been established. There 
was no personal or family history of Méniére’s syndrome. 

The first MAOI Ms. A received was phenelzine, to 
which she responded at a dose of 90 mg/day, but which 
caused edema in her extremities and weight gain (16 Ib)— 
side effects that are reported in the Physicians’ Desk Ref- 
erence. Four weeks after beginning to take phenelzine, she 
developed typical symptoms of Méniére’s syndrome, with 
true vertigo and tinnitus. An ear, nose, and throat special- 
ist tried meclizine and subsequently performed surgery, 
inserting a shunt, because of the severity and frequency of 
the attacks. However, when phenelzine was restarted after 
the surgery, Ms. A again developed edema in her extrem- 
ities and symptoms of Méniére’s disease, although they 
were not as severe as previously. 

The phenelzine was discontinued, and the patient was 
given a trial of tranylcypromine, up to 60 mg/day, but 6 
weeks later she had another episode of Méniére’s syn- 
drome. She then tried bupropion and experienced neither 
benefit nor Méniére’s symptoms. Next, she was given iso- 
carboxazid, up to 30 mg/day, but developed Méniére’s 
symptoms 5 weeks later. She then tried fluoxetine, which 
also produced neither benefit nor side effects. Finally, she 
received pargyline, up to 50 mg/day, and had an attack of 
Méniére’s syndrome 3 weeks later. Thus, a pattern had 
emerged: each MAOI resulted in an attack of Méniére’s 
symptoms 3—6 weeks after she began to take it, and edema 
was often present as well. Pargyline has provided the best 
results to date; it has produced a moderately good antide- 
pressant effect, only mild edema, and infrequent and mild 
attacks of Méniére’s syndrome. 


A second patient I treated also developed symptoms of 
tinnitus and vertigo, though no edema, while taking 
phenelzine, but these symptoms were relatively mild. I did 
not continue the phenelzine because the patient’s psychiatric 
symptoms did not respond to it. 

Appreciation of the possible relationship between symp- 
toms of Méniére’s disease and use of MAOIs may help to 
avoid unnecessary surgery. However, for patients who re- 
spond only to MAOIs, surgery may still be appropriate. 
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Propranolol Withdrawal in Psychosis 


Str: We present the outcome of abrupt withdrawal from 
propranolol therapy in a woman with paranoid schizophre- 
nia. The case illustrates the importance of tapering propran- 
olol even when the dose is relatively low and the patient has 
no known hypertension or cardiac disease. The timing of our 
patient’s reactions to the withdrawal supports some specu- 
lations about propranolol’s therapeutic action in psychosis. 


Ms. A, a 36-year-old white woman, had a history of 
chronic paranoid schizophrenia and migraine headaches. 
Following noncompliance with medical therapy, she de- 
veloped an exacerbation of psychotic symptoms and re- 
quired hospitalization. She was started on a regimen of 25 
mg i.m. of fluphenazine decanoate every 2 weeks. 

Within several days of beginning fluphenazine, Ms. A 
developed marked symptoms of akathisia. Propranolol 
was started and increased to 20 mg t.i.d. orally, which 
brought about resolution of her akathisia. At the same 
time, her psychotic perceptions continued a process of 
diminution that had begun before she started taking pro- 
pranolol. At discharge she evidenced neither psychotic per- 
ceptions nor akathisia. 

Ms. A remained clinically stable for the next 2% 
months, until she abruptly stopped taking the propranolol. 
One week later, she experienced the onset of mounting 
anxiety and motor restlessness. A week after that, her au- 
ditory hallucinations recurred dramatically, and she was 
readmitted to the hospital. Within 6 days after the reinsti- 
tution of propranolol therapy, Ms. A’s auditory halluci- 
nations had disappeared, and her anxiety and motor rest- 
lessness had decreased markedly. 


This patient’s akathisia may have exacerbated her psy- 
chotic decompensation; however, this explanation fails to 
provide a complete explanation for the nature or time course 
of her symptoms. Ms. A’s psychosis had begun responding to 
fluphenazine even before propranolol was first added to her 
medication regimen. Propranolol may have interacted with 
the fluphenazine to increase its therapeutic efficacy, by in- 
creasing either the serum level or the bioavailability of the 
fluphenazine. Unfortunately, Ms. A’s serum fluphenazine 
levels were not measured. 

Much has been written about the potential antipsychotic 
effects of propranolol (1), although typically these occur with 
doses about 10-fold greater than that taken by Ms. A. Pro- 
pranolol has also been reported as a causative factor in the 
development of psychosis {2). Other reports have associated 
the abrupt withdrawal of propranolol with the development 
of severe mania or affective psychosis (3, 4). It may be that 
propranolol decreases psychosis in some patients while in- 
creasing it in others. Mechanisms involving multiple neuro- 
transmitters, including B-adrenergic and/or noradrenergic re- 
ceptors, may play a significant role in the acute symptoms of 
schizophrenia in patients such as Ms. A, as has been de- 
scribed in great detail by van Kammen and Gelernter (5). 
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Schizotypal Personality and Brief Reactive Psychosis 


Sır: A curious contradiction exists in the DSM-III-R sec- 
tion on brief reactive psychosis. Although schizotypal per- 
sonality disorder is cited as making patients “particularly 
vulnerable” to brief reactive psychosis (p. 206), the definition 
of brief reactive psychosis specifically excludes patients with 
schizotypal personality disorder (p. 205). This contradiction 
may be a reflection of a deep historical division in how 
schizotypal personality has been conceptualized (1). 

Current concepts of schizotypal personality are derived 
from descriptive clinical studies and genetic field studies. 
Clinical researchers have long described patients who seem 
to have quite mild forms of schizophrenia. These patients 
typically present with a combination of positive and negative 
symptoms that are of insufficient severity to warrant the di- 
agnosis of schizophrenia. Outcome has been viewed as de- 
pending on environmental factors, and the risk of psychotic 
relapse under severe stress is acknowledged (2). 

Geneticists have long searched for nonpsychotic individu- 
als who are genetic variants of schizophrenic persons. The 
finding of the Danish Extended Family Study that nonpsy- 
chotic, so-called borderline schizophrenic individuals were 
clustered among the biological relatives of schizophrenic 
adoptees seemed to offer the wished-for link (3). This and 
subsequent genetic studies confirmed that social isolation, 
constricted affect, and other negative symptoms, rather than 
positive symptoms, were more specific to the affected bio- 
logical relatives. Not surprisingly, a narrower definition of 
schizotypal personality disorder that deemphasizes positive 
symptoms has been favored by biogenetic researchers. 

The DSM-III definition of schizotypal personality disorder 
was constructed from the diagnostic items used in the Danish 
Extended Family Study, a cross-validation with other stud- 
ies, and a questionnaire to elicit the relevant clinical experi- 
ences of American psychiatrists. The result was a definition 
that includes both positive and negative symptoms. Subse- 
quent clinical research has validated this broad definition (4). 

The DSM-III-R definition of schizotypal personality dis- 
order resembles the DSM-III definition. However, whereas 
DSM-III states that during periods of extreme stress patients 
with schizotypal personality disorder may develop transient 
psychotic symptoms, DSM-III-R qualifies this statement by 
saying that these psychotic symptoms “are usually insuffi- 
cient in duration to warrant an additional diagnosis” (p. 
341). Taken together with the exclusion clause in the defi- 
nition of brief reactive psychosis, the diagnosis of schizotypal 
personality disorder in DSM-III-R becomes slightly nar- 
rower than the DSM-III version. Whether the current deem- 
phasis of the potential for florid positive symptoms decreases 
or increases the clinical relevance of the schizotypal person- 
ality disorder construct is a question that awaits further re- 
search. In the meantime, patients with schizotypal personal- 
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ity disorder who become acutely psychotic under severe 
stress pose a diagnostic dilemma. 
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Tarasoff and Threats of Patricide by a 9-Year-Old Boy 


Sir: The Tarasoff ruling in 1976 has significantly influ- 
enced the practice of psychiatry (1). Interestingly, a search of 
the literature revealed no reports regarding the clinician’s 
duty to protect when a child makes a specific homicidal 
threat. We present a case that illustrates the importance of 
the Tarasoff ruling as applied to latency-age children. 


Adam, a 9-year-old third grader, was referred by his 
mother for an outpatient evaluation because of his recur- 
rent threats to his father to blow his head off and to pour 
alcohol on his face and set him on fire. The mother had 
recently fled with the children from another state because 
of the father’s chronic, severe physical abuse of her and the 
children. Adam had often been a witness to his father’s 
violence and had watched him angrily place a pistol to his 
mother’s head. On more than one occasion, he had phys- 
ically attacked his father to try to defend his mother. 
Adam explained that he would have already shot his fa- 
ther, but “he blocked me from getting to the gun.” Fur- 
thermore, he said that his father would be “gone forever” 
if he killed him. When the child voiced these threats, his 
mother subtly smiled. 

After the first evaluation session, we learned that a war- 
rant had been issued for the mother’s arrest on kidnapping 
charges, and Adam and his two younger siblings were to 
be returned immediately to their father’s custody. In fol- 
lowing Appelbaum’s three-step model for fulfilling the 
duty to protect (1), we 1) made a determination of dan- 
gerousness, 2) selected a course of action to protect the 
potential victim, and 3) implemented the plan. In this case, 
the seriousness of Adam’s threats of patricide was evi- 
denced by their explicit and persistent nature, the history 
of physical abuse of the child by the father, Adam’s pre- 
vious physical aggressiveness toward the intended victim, 
his repeated exposure to a model for violence (2), the 
availability of a gun (3), and the mother’s covert encour- 
agement (4) of the child’s murderous threats toward his 
father. Our planned course of action was to notify the 
legal authorities and the father of these threats of patricide 
and the potential danger we felt they represented to the 
father if Adam were returned to his father’s custody. We 
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implemented the first part of this plan by contacting the 
sheriff’s office. They informed us that our alerting them to 
Adam’s threats, in the context of their preliminary inves- 
tigation, convinced them of the need to delay serving the 
warrant and returning Adam to his father until a further 
investigation of the alleged abuse by the father was possi- 
ble. Thus, we were relieved of the immediate duty to warn 
the father. 


The clinician must assess homicidal threats by a young 
child in the context of risk factors associated with violent 
childhood behavior and with attention to the child’s devel- 
opmental understanding of his actions and their conse- 
quences, This assessment may indicate the need to fulfill the 
duty to protect as outlined in the Tarasoff decision. Further- 
more, the evaluation of dangerousness in a child, as demon- 
strated in this case, is pertinent to the developing subspe- 
cialty of forensic child psychiatry (5). 
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Indiana Statute on the Duty to Protect 


Str: In their article “Statutory Approaches to Limiting 
Psychiatrists’ Liability for Their Patients’ Violent Acts,” Paul 
S. Appelbaum, M.D., and associates (1) stated that the Indi- 
ana statute addressing the duty to protect does not require 
identifiable victims or an actual threat. They asserted that the 
statute is “disturbingly vague and likely to perpetuate con- 
fusion about when the duty to protect exists,” since it re- 
quires action if the patient “evidences conduct or makes 
statements indicating an imminent danger that the patient 
will use physical violence or use other means to cause serious 
personal injury or death to others” (2). 

Dr. Appelbaum and associates’ conclusions arise from an 
incomplete reading of the statute, which states immediately 
before the provision just quoted that a duty exists when “the 
patient has communicated to the provider of mental health 
services an actual threat of physical violence or other means 
of harm against a reasonably identifiable victim or victims” 
(2). The language Dr. Appelbaum and his colleagues read as 
defining when a duty exists was introduced as an amendment 
by legislators who felt that mental health professionals had a 
duty to take action when the patient was acting in an obvi- 
ously dangerous manner, even though no specific victim was 
identified. The term “imminent danger” indicates that a duty 
exists in those immediate situations which involve the obser- 
vation, not the prediction, of dangerousness. This implies a 
distinction between situations involving the prediction of vi- 
olence and those involving the observation of violence. The 
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difficulties in predicting violent behavior make it reasonable 
to place limits on the professional’s liability. Such limits do 
not appear necessary when dealing with violent behavior 
that is observed. The Indiana statute attempts to address this 
distinction. 


REFERENCES 


1. Appelbaum PS, Zonana H, Bonnie R, et al: Statutory ap- 
proaches to limiting psychiatrists’ liability for their patients’ 
violent acts. Am J Psychiatry 1989; 146:821-828 

2. Indiana Statutes Annotated Code, Section 34-4-12.4 


MICHAEL J. MURPHY, PH.D. 
Terre Haute, Ind. 


Dr. Appelbaum and Associates Reply 


Str: The statute referred to by Dr. Murphy has two dis- 
junctive clauses defining when a duty to protect potential 
victims arises. The first clause invokes the duty when “the 
patient has communicated to the provider of mental health 
services an actual threat of physical violence or other means 
of harm against a reasonably identifiable victim or victims.” 
This clause is joined by an “or” to the second clause, which 
notes that the duty will arise when the patient “evidences 
conduct or makes statements indicating an imminent danger 
that the patient will use physical violence or use other means 
to cause serious personal injury or death to others.” 

Whatever the restrictive effect of the first clause, the ben- 
efits of limiting its requirements to actual threats and iden- 
tifiable victims may be vitiated by the much broader lan- 
guage of the second clause. The latter leaves clinicians open 
to the allegation that, even in the absence of an overt threat, 
a patient’s behavior or statements should have been recog- 
nized as indicating a danger sufficient to warrant preventive 
measures. Dr. Murphy’s explanation of the intent of the pro- 
vision, however accurate, stands in contrast to the indeter- 
minate language of the statute, which does not require the 
observation of violent behavior or threatening statements on 
the part of the patient. Thus, pending judicial clarification of 
the statute, clinicians in Indiana remain uncertain about 
when the duty to protect arises. It is just such ambiguity that 
the majority of statutes limiting the duty to protect were 
designed to avoid. 


PAUL S. APPELBAUM, M.D. 
Worcester, Mass. 

HOWARD ZONANA, M.D. 
New Haven, Conn. 

RICHARD BONNIE, J.D. 
Charlottesville, Va. 

LOREN ROTH, M.D., M.P.H. 
Pittsburgh, Pa. 


Long-Term Follow-Up of a Patient Who Received 
Electrical Stimulation for Chronic Vomiting 


Sır: We report a 20-year follow-up of a case originally 
reported in 1970 by Galbraith et al. (1), who suggested that 
aversive conditioning by electrical stimulus was moderately 
effective in reducing chronic regurgitation in a mentally re- 
tarded boy. However, these authors concluded that symptom 
substitution occurred: the emetic behavior was replaced by 
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hyperactivity, masturbation, hair pulling, and self-injurious 
behavior. 

In a comparison of behavior from September 1985 to 
March 1986, Svec (2) reported that this patient continued to 
display self-induced emesis predominantly in his residential 
setting. In his vocational setting, after October 1985, he did 
not display a single instance of regurgitation. A review of the 
medical, residential, and psychological files suggested that 
there had been no visible long-term side effects as a result of 
the use of electrical stimulation. 

Most recently, in December 1988, this patient experienced 
his first complete month without emetic or regurgitative be- 
havior in the residential setting. He continues to advance 
with respect to work, recreational, and leisure-time activities. 
His ratings on the Psychopathology Inventory for Mentally 
Retarded Adults, Ratings by Others Scale (3) suggest that 
there is now no psychopathology and no symptom substitu- 
tion as originally reported by Galbraith et al. 

From the evidence available it is not possible to make 
specific statements regarding the effectiveness of faradic stim- 
ulation in this case. A number of differing treatments, includ- 
ing extensive pharmacotherapy, and changing family status 
could have contributed to the improvement in this patient. 
The evidence does suggest that prolonged use of faradic stim- 
ulation has not resulted in negative side effects as previously 
thought. Future research will continue to monitor the prog- 
ress of this patient, with particular emphasis on quality of life 
and psychiatric status. 


REFERENCES 


1. Galbraith DA, Byrick RJ, Rutledge JT: An aversive conditioning 
approach to the inhibition of chronic vomiting. Can Psychiatr 
Assoc J 1970; 15:311-313 

2. Svec HJ: A study of self-injurious behavior of disabled clients 
within residential and vocational settings (doctoral disserta- 
tion). East Lansing, Michigan State University, 1988 

3. Matson JL, Helsel WJ, Bellack AS, er al: Development of a 
rating scale to assess social skill deficits in mentally retarded 
adults. App] Res Ment Retard 1983; 4:399-407 


HENRY J. SVEC, PH.D. 

F.J. BARRERA, PH.D. 
Blenbeim, Ont., Canada 
HARVEY CLARIZIO, ED.D. 
WALTER HAPKIEWICZ, PH.D. 
CHRISTOPHER CLARK, PH.D. 
LARRY MEHEADY, PH.D. 
East Lansing, Mich. 


Seasonal Birthrates and Schizophrenia 


Sir: At least 31 studies have concluded that disproportion- 
ate numbers of schizophrenic individuals are born during the 
late winter and early spring months (January, February, and 
March). As documented by Boyd et al. (1), the excessive 
proportion of births during these months ranges from 6% to 
35%. 

We recently examined season of birth among psychiatric 
patients at the Durham Veterans Administration (VA) Med- 
ical Center. Computer-generated lists of all psychiatric pa- 
tients admitted from Jan. 1, 1985, to Jan. 1, 1987, were 
sorted by admitting diagnosis and date of birth. After ex- 
cluding all readmissions, we derived a group of 376 schizo- 
phrenic patients. In addition, we constructed two comparison 
groups. One consisted of all nonschizophrenic psychiatric 
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patients admitted during the same 2-year period; the second 
included all patients admitted to medical wards between Jan. 
1, 1986, and Jan. 1, 1987. These comparison groups con- 
tained 867 and 2,529 individuals, respectively. 

We found that 25.3% (N=95) of the schizophrenic pa- 
tients were born during the period of late winter and early 
spring; 23.3% (N=202) and 24.8% (N=627), respectively, 
of the psychiatric and medical comparison patients were 
born in that period. Chi-square analyses showed no signifi- 
cant differences in late-winter/early-spring birthrates be- 
tween the an and the nonschizophrenic psychi- 
atric patients (x7=0.46, df=1, p=0.50) or between the 
schizophrenic and the medical patients (x7=0.02, df=1, 
p=0.89). 

We realize that there are several limitations to this explor- 
atory study. First, the schizophrenic and comparison subjects 
were quite homogeneous, since they were all inpatients and 
veterans of the armed forces, and almost all were male. Sec- 
ond, our sample sizes were modest. Nevertheless, our results 
are of interest in light of reports that the late-winter/early- 
spring birth phenomenon is often less marked—indeed, is 
sometimes absent—for schizophrenic individuals born in 
Southern states and in nonurban environments (2). The au- 
thors of one report (3) speculated that neonatal exposure to 
viral agents—which occurs more frequently during the win- 
ter months, in crowded urban areas, and in the harsher 
weather of Northern states—may be one explanation for 
late-onset schizophrenia. While our study did not control for 
place of birth, the majority of patients at the Durham VA 
hospital are lifelong residents of rural or suburban North 
Carolina. 

Thus, our study failed to demonstrate the late-winter/ear- 
ly-spring birth phenomenon in a predominantly Southern- 
born sample of schizophrenic patients. We hope that this 
report will prompt others to explore seasonal differences in 
birthrate between schizophrenic and nonschizophrenic indi- 
viduals and the possible differences between schizophrenic 
individuals in Northern and Southern states. It is possible 
that certain etiologic factors in schizophrenia may correlate 
with climate, season, or geography. 
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Psychobiology and the Brain-Mind Relationship 


Sir: The astonishing progress in psychobiology has led 
many to believe that once a neurobiological correlate of a 
psychological disorder is discovered, this correlate must also 
be the cause of the disorder. 

But the discovery that a chemical and/or electrophysiolog- 
ical abnormality is frequently or even regularly found in con- 
junction with a given psychological disorder proves only that 
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the pathological brain process accompanies the psychic dis- 
order more or less regularly. It does not prove any causal 
relationship—only a highly significant statistical one. 

The substantive nature of the relation itself remains fun- 
damentally obscure as long as the brain-mind interaction is 
not understood (1, 2). We do not know just how a causal 
relation between the two might operate. We merely postulate 
that it must exist. 

The concept of psychosomatic disease implies a causal 
nexus in the mind-brain direction: a psychological process 
influences a somatic target through its correlated brain pro- 
cess, which itself would have to be called psychosomatic. 
How? We don’t know. But if causality across the brain-mind 
gap exists, it seems to work in both directions. 

An argument for the predominant causal role of brain 
physiopathology in psychological disorders is that because a 
drug is effective in ameliorating such a disorder (obsessive- 
compulsive disorder, for example) and because it alters brain 
physiology, the older psychogenic theories are suspect, if not 
irrelevant. But this is jumping to a conclusion, for there is an 
alternative. It may be wrong to think in terms of two qual- 
itatively different, separate, yet somehow interacting process- 
es, one organic, the other mental. Instead, we may be dealing 
with a single two-sided process whose internal dynamics re- 
main unknown. From the point of view of structural logic (3, 
4), there is a fundamental difference between the two views. 
If the brain disorder were but a component part of one 
pathological process, attacking it by means of a drug would 
be attacking the whole and therewith also the other (psy- 
chological) part, and vice versa: if a neurosis were amelio- 
rated by psychotherapy, this would have to alter the brain 
physiopathology. 

Neither therapeutic approach would permit an inference 
about the original cause of the psychophysiopathology. If a 
patient develops a skin rash because he is allergic to an in- 
dispensable medication, and the rash is treated topically, the 
success of the dermatological treatment does not prove that 
the cause of the rash was located in the skin. By the same token, 
the success of a drug treatment of a neurosis does not of it- 
self imply that the cause of the disorder was physiological. 

In any case, either hypothesis remains intrinsically empty 
as long as we have no concrete idea of the nature of either the 
interaction of two totally heterogeneous processes or of the 
internal dynamics of the hypothesized whole process. 
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Importance of Consultation-Liaison Psychiatry 


Sir: The article by Cheryl F. McCartney, M.D., and asso- 
ciates (1) about the effectiveness of liaison in an oncology 
program is a welcome addition to the literature. At a time 
when the importance of liaison has been questioned, the ar- 
ticle provides information to help the field of consultation- 
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liaison psychiatry sort out the facts from the rhetoric. The 
conclusions of the article confirm our own earlier research on 
two general medical units (2, 3), and together the three ar- 
ticles make a persuasive statement. They show that a liaison 
component designed to help nonpsychiatric staff members 
identify and refer patients with psychiatric disorders can ef- 
fectively reach and treat a segment of the medical inpatient 
population who have concurrent psychiatric disorders and 
who would otherwise be denied the services they require. 

The articles also suggest that exposure to the psychiatric 
disorders often seen on a consultation-liaison service, such as 
various forms of delirium, conversion reactions, adjustment 
disorders, and psychosomatic illnesses, is dramatically in- 
creased with the liaison program. Experience with these 
kinds of patients and syndromes is essential if we are to meet 
our educational objectives for psychiatry residents and Fel- 
lows in consultation-liaison psychiatry. 

It is likely that a large portion of the resistance of nonpsy- 
chiatric physicians to identifying and referring medical pa- 
tients with concurrent psychiatric symptoms is inherent in 
general hospital practice, and the assistance of a psychiatric 
liaison will be necessary to effectively reach this population. 
In the long run, a psychiatric liaison component on a con- 
sultation-liaison service helps the nonpsychiatric physician 
achieve the objective of providing excellent comprehensive 
clinical care, an ideal common to all physicians, Further 
work is needed to help define the different functions of li- 
aison and to specify the techniques needed to achieve de- 
fined goals in different inpatient settings. The work of Dr. 
McCartney and colleagues is a valuable contribution in this 
direction. 
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Multiple Personality Disorder: The New “Royal Road”? 


Sir: After treating a considerable number of patients who 
have multiple personality disorder, I am still struck by the 
play-acting quality of many of these patients. It’s as if the 
whole presentation is a monumental “‘put-on.”” When, with 
an adult patient, you are sitting on the floor playing blocks 
with a “child,” or with a male patient, you are discussing 
mother-daughter issues with his “twin sister” who occupies 
the same body, the experience requires a flexibility that is 
tantamount to suspending formal logic concerning the coi- 
stancy of the patient’s sex and age. Moreover, when :/ou 
consult with colleagues or admit the patient to an inp .tient 
setting, a debate about the validity of multiple per-onality 
disorder is inevitably engendered. Schizophrenia and bipo- 
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lar disorder are not argued about, but multiple personality 
disorder is. Alternative diagnoses are presented, which in- 
variably include borderline personality disorder with histri- 
onic or antisocial features and, often, factitious disorder or 
malingering. 

What is so provocative about the symptoms of multiple 
personality disorder that so many practitioners find it “un- 
believable”? I suggest it is nothing more complicated than 
their unfamiliarity with dissociative defenses, coupled with 
an atavistic fear of being in a situation where there is no 
guarantee that the person you are sitting with will not change 
in front of your eyes into someone else, possibly a dangerous 
person with whom you have no secure therapeutic alliance. 
This is not the realm of countertransference. This is the dis- 
orientation of not knowing from moment to moment with 
whom you are talking. Very disconcerting. 

Patients with multiple personality disorder “live” the past 
and “are” their identifications. Being witness to these phe- 
nomena is rather engaging—-maybe too much so for thera- 
pists who are more comfortable with hearing about these 
matters than with being there for the action. And then there 
is the matter of amnesia, an excellent defense against over- 
whelming trauma and a sequela of the switching process 
itself. Yet this, too, is challenged as being secondary gain or 
a manipulation by the patient to disavow responsibility for 
his or her difficulties. What a Calvinistic yardstick by which 
to judge the worthiness for treatment of a victim of extreme 
childhood abuse! 

However, my purpose here is not to prove the validity of 
multiple personality disorder, but, rather, to invite more sci- 
entific inquiry into the realm of dissociation by ‘“‘non-believ- 
ers.” Multiple personality disorder phenomena are presented 
vividly and overtly and thus make possible the firsthand ex- 


amination of psychic functions, with less need to speculate - 


on processes that are covert and disguised. You can see the 
identifications; you can bear the traumatic scenarios. 

My hope is that research on multiple personality disorder 
can be viewed by more of our psychiatric colleagues not as 


esoteric or second-class or “flaky” but, rather, as first-class, . 


mainstream, and possibly even the new “royal road” to the 
conscious/unconscious. 

Jump aboard. Read the new books on multiple personality 
disorder (1-3). Go to a conference on the subject. The more 
serious thinkers there are in this realm of trauma psychology, 
the more rapid the advances will be—not just for patients 
with multiple personality disorder but for all our patients 
who have had a rough go of it. 
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Photophobia in Other Disorders as Well as Depression 
Sir: Recent letters to the Editor (1, 2) have examined the 


behavior of depressed patients who exhibit light avoidance 
when their mood is low. Gerbaldo (1) suggested that photo- 
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phobic behavior might have an effect on photosensitive neu- 
roendocrine processes, and Signer and Lapierre (2) proposed 
ingeniously that dysfunction of the autonomic innervations 
of the papillary sphincter and ciliary muscle may cause the 
behavior. Photophobic behavior manifested by the wearing 
of tinted eye glasses by patients presenting to general medical 
hospital clinics has often been noted by physicians in the 
United Kingdom and has been taken as an indication of psy- 
chopathology (3). It was recently shown that general medical 
patients without ocular pathology who choose to wear tinted 
glasses score more highly than control subjects matched for 
age, sex, and diagnosis on indexes of pathological person- 
ality measured by self-report inventory (4). None of these 
patients had primary psychiatric diagnoses, and although 
depressive symptoms were repeatedly elicited, their photo- 
phobia was associated with more widespread personality 
disturbance. 

I wonder whether this is a peculiarly English observation 
or whether it applies across the Atlantic. 
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Role of Psychotherapy in Bipolar Disorder 


Sir: In a Special Article, “Alternatives to Lithium for Pre- 
ventive Treatment of Bipolar Disorder” (1), Robert F. Prien, 
Ph.D., and Alan J. Gelenberg, M.D., made reference to psy- 
chotherapy briefly, stating that such intervention may bring 
about “improved compliance in taking medication and bet- 
ter recognition of early signs of an emerging episode” (p. 
845). While the authors’ focus was on the pharmacological 
treatment of the condition, nothing whatever was said of the 
efficacy of combining drugs with psychotherapy whenever 
possible to promote dynamic understanding of intrapsychic 
conflict and thereby prevent acute recurrences. Nor was 
there any acknowledgment of the contributions of Ostow, 
Wolpert, Pao, and others who have taken this approach and 
accumulated considerable experience in the long-term psy- 
choanalytic therapy of affective disorders. 

On the basis of an extensive survey, Coryell et al. (2) noted 
a familial relationship between high achievement and bipolar 
illness before concluding that “the nature and reasons for 
this association remain fertile questions for future research” 
(p. 987). Overlooked completely was the pioneering work of 
Mabel Blake Cohen and her group at Chestnut Lodge (3), 
who found, after closely observing the families of manic- 
depressive patients, that these individuals had been desig- 
nated, generally by their mothers, “as the chief carrier of the 
burden of winning prestige for the family” and were, there- 
fore, often exceedingly ambitious. 

Has the biological model become so predominant in the 
field of psychiatry today that we can afford to ignore the 
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clinical data, gathered painstakingly over the years by paying 
close attention to the vicissitudes of early development and 
the role of unconscious processes in the evolution of severe 
psychopathology? 
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JAMES W. HAMILTON, M.D. 
Santa Fe, N. Mex. 


P.T. Barnum and the Borderline Personality Disorder 
Muddle 


Str: Frederick T. Melges, M.D., and Marvin S. Swartz, 
M.D. (1) provided an interesting thesis concerning issues of 
regulation of interpersonal distance in patients with border- 
line personality disorder. By formulating the problem in an 
interpersonal sphere, they created an organized way of look- 
ing at the seeming instability of such individuals. The clinical 
applications of such a reformulation are readily apparent, as 
the “stable instability” can be explained to both patient and 
significant others and be addressed directly. 

A significant issue is raised, however, by the approach of 
attaching (pun intended) the concept of oscillation and the 
cybernetic model to borderline personality disorder specifi- 
cally. What Drs. Melges and Swartz described is a dimension 
of interpersonal behavior that underlies all human interper- 
sonal behavior and that has been well documented in the 
empirical psychological literature. Benjamin (2) has contrib- 
uted substantially both to empirical and methodological ad- 
vances in the area of measurement of interpersonal distance 
and to the issue of oscillations in attachment (3). 

However, the most unfortunate effect of presenting the 
model of Dr. Melges and Dr. Swartz as representative of, or 
differentially applicable to, borderline personality disorder is 
the “Barnum effect” described by Meehl (4). Meehl sug- 
gested this term to denote the stating “of trivial things that 
are true of practically all psychiatric patients, or sometimes 
of practically all human beings” (pp. 236—237)—-a good way 
to enhance one’s credibility with the population at large. | 
would argue, however, that Drs. Melges and Swartz have 
said something important, not trivial, which is applicable to 
human beings but not differentially applicable to the noso- 
logical entity called borderline personality disorder. 

It is important, therefore, also to note that ascribing to an 
individual characteristics which have a high base rate in the 
population (i.e., in psychiatric patients) will have dire con- 
sequences when used as diagnostic criteria, by actually de- 
creasing the reliability of the diagnosis. Dr. Melges and Dr. 
Swartz did not take a stand with respect to “other models or 
levels of explanation” than their own thesis of problematic 
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“distance regulation.” Thus, we now have another “ad hoc’ 
and “plausible sounding” explanation (4, pp. 261-262) for a 
disorder well-known to be lacking even quasi-definitive cri- 
teria and for which ad hoc explanations abound. At present, 
in the study of borderline personality disorder, we have os- 
cillations between the age-old problems of Procrustes (5) and 
the unicorn (6). As with Procrustes, the data are forever 
being altered to fit the theory; as with the unicorn, the the- 
ories are forever being transformed to fit the available data. 
The borderline muddle will not be clarified without cogni- 
zance of such philosophical issues. 
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VICTOR S. ALPHER, PH.D. 
Houston, Tex. 


Dr. Swartz Replies 


Sir: In the literature on interpersonal behavior, Dr. Alpher 
directs the reader to Dr. Benjamin's work, which I also rec- 
ommend for its empirical strength. 

To meet Dr. Alpher’s standard of formulations ‘“‘differen- 
tially applicable to... borderline personality disorder,” we 
must assume, without empirical support, that a mutually 


‘ exclusive’ categorical nosology for personality disorders is 


correct and that clinical formulations must adhere to such a 
categorical nosology. Our paper did not assume that a cat- 
egorical nosology is correct, and nosologic disputes about 
personality disorders were beyond the scope of the paper. 

Dr. Melges and I did discuss clinical formulations that are 
potentially useful with patients who have diagnoses of bor- 
derline personality disorder. These formulations are not di- 
agnostic criteria. If our remarks, as Dr. Alpher suggests, 
“will have dire consequences when used as diagnostic crite- 
ria,” it will be the result of a misinterpretation of the paper. 
His reference to the “Barnum effect” conjures up a disdainful 
image of the clinician as huckster. The “borderline person- 
ality disorder muddle” is no more the fault of clinicians than 
of empiricists; it is the state of our shared scientific domain. 
Its resolution will come from an iterative exchange between 
clinical theory and empirical investigation, which will, I 
hope, heed Dr. Alpher’s cautions about Procrustes and the 
unicorn. 


MARVIN S. SWARTZ, M.D. 
Durham, N.C 


Reprints of letters to the Editor are not available. 
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APA Official Actions 





Position Statement Opposing Mandatory Name 
Reporting of HIV-Seropositive Individuals 





This statement was proposed by the Commission on AIDS.! It 
was approved by the Board of Trustees in September 1989 and the 
Assembly of District Branches in November 1989. 





APA opposes laws or regulations requiring the names of HIV- 
seropositive individuals to be reported to public health officials. Al- 
though permissive reporting policies, designed to protect third par- 
ties, are warranted under some circumstances, mandatory name- 








1The Commission on AIDS includes Stuart E. Nichols, M.D. 
(chairperson), Richard Lonsdorf, M.D., James Krajeski, M.D., Fran- 
cisco Fernandez, M.D., Robert Kertzner, M.D., Jeffrey Akman, 
M.D., Alexandra Beckett, M.D., Joyce Johnson, D.O., Janice 
Hutchinson, M.D., Eric Kaplan, M.D., David Rosmarin, M.D. (li- 
aison from the American Academy of Psychiatry and the Law), Doug- 
las Sargent, M.D. (Board liaison), Peter Sack, M.D. (Assembly liai- 
son), Richard Bridburg, M.D. (Assembly liaison), Ruth Herman, 
M.D. (APA/Burroughs Wellcome Fellow), and Eric Bing, M.D. 
(APA/NIMH Fellow). 
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reporting requirements would breach patient confidentiality with- 
out achieving any significant practical benefit to the public health. 
Mandatory reporting does not assure successful implementation of 
contact-tracing programs because the tracing of contacts ultimately 
depends on the voluntary cooperation of infected individuals. More- 
over, current data indicate that if name reporting of HIV-seroposi- 
tive individuals were legally required, many people would be dis- 
couraged from seeking HIV testing and would not have the benefit 
of early access to counseling and treatment. 
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~ -APA OFFICIAL ACTIONS 


Guidelines Regarding Possible Conflict Between Psychiatrists’ 
Religious Commitments and Psychiatric Practice 


The guidelines were prepared by the Committee on Religion and 


ET . Psychiatry.! They were approved by the Assembly in November 


_ 1989 and by the Board of Trustees in December 1989. 


I. Psychiatrists should maintain respect for their patients’ beliefs. 

- A. Itis useful for clinicians to obtain information on the reli- 
gious or ideologic orientation and beliefs of their patients so 
that they may properly attend to them in the course of treat- 
ment. 

B. If an unexpected conflict arises in relation to such beliefs, it 

- should be handled with a concern for the patient’s vulnera- 
bility to the attitudes of the psychiatrist. Empathy for the 
patient’s sensibilities and particular beliefs is essential. 

C. Interprétations that concern a patient’s beliefs should be 
made in a context of empathic respect for their value and 
meaning to the patient. 

H. Psychiatrists should not impose their own religious, antireligious, 
or ideologic systems of beliefs on their patients, nor should they 
substitute such beliefs or ritual for accepted diagnostic concepts 
or therapeutic practice. 

A. No practitioner should force a specific religious, antireli- 
gious, or ideologic agenda on a patient or work to see that the 
patient adopts such an agenda. 

B. Religious concepts or ritual should not be offered as a substitute 
for accepted diagnostic concepts or therapeutic practice. 


APPENDIX 1. Background and Examples 


In processing the issues involved, the APA Committee on Religion 
and Psychiatry concluded that some version of these difficulties is 
potentially present, at least subtly, in any psychiatrist’s practice. The 
committee concurred that many psychiatrists take these issues and 


'The members of the Committee on Religion and Psychiatry are 
Marc Galanter, M.D. (chairperson), Herzl Robert Spiro, M.D. (vice- 
chairperson), Paul Cecil Mohl, M.D., Paula C. Dobbs-Wiggins, 
M.D., George Tryon Harding, Jr., M.D. (consultant), Ruth Tiffany 
Barnhouse, M.D. (corresponding member), Richard J. Thurrell, 
M.D. (Assembly liaison), and Charles Van Tuyl (APA/Burroughs 
Wellcome Fellow). 
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their solutions to be self-evident and easily subsumed under existing 
ethical formulations. 

Many other practitioners, however, were of the opinion that this 
category of antitherapeutic ethical violation occurs frequently 
enough and with sufficiently important negative consequences to the 
individual patient and to the psychiatric profession to merit a spec- 
ification of ethical guidelines. 

The following brief examples illustrate the kinds of problems that 
may arise when strong beliefs are interjected into a clinical practice. 
These examples are among those which were addressed to the com- 
mittee. 

1. A psychiatrist began treating a homosexual man for depression, 
The initial focus of treatment was on the patient’s depression, as the 
patient did not seek treatment for his sexual orientation. After the 
depression lifted, the issue of homosexuality became more promi- 
nent in the therapy. Only after considerable therapeutic investment 
on the patient’s part did the cherapist indicate that he regarded the 
patient's sexual orientation to be sinful. 

2. A devoutly religious psychiatrist pressed a severely depressed 
nonreligious patient to engage with her in prayer at the time of an 
initial therapeutic encounter. The patient had not anticipated a re- 
ligious component to the therapy and was not accustomed to reli- 
gious practice. She was quite troubled to find herself drawn into it, 
and her symptoms were aggravated. 

3. A group of radical socialist psychiatrists conducted a medical 
clinic dedicated to implementing their ideologic system. They ex- 
plained to a series of troubled patients that the source of their symp- 
toms lay primarily in their political plight and pressed them into 
participating in a political campaign without informed consideration 
of alternative therapy. 

4. A psychiatrist provided interpretations to a devoutly religious 
man. In doing this, however, she denigrated his long-standing reli- 
gious commitments as foolishly neurotic. Because of the intensity of 
the therapeutic relationship, the interpretations caused great distress 
and appeared related to a subsequent suicide attempt. 
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Calendar 
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June 25-29, 2nd International Conference and Exhibition on 
Wartime Medical Services, Stockholm. Contact Ms. Kraft- 
hefer, Bieneck International Trade Promotion, Inc., 101 W. 
Grand Avenue, Suite 601, Chicago, IL 60610; 312-245- 
5252, 


June 27-30, 1st International Congress on Behavioral Med- 
icine, Uppsala. Contact Ulla Wallin, Department of Clinical 
Psychology, University of Uppsala, P.O. Box 1225, S-751 42, 
Uppsala, Sweden. 


June 27—July 1, annual meeting, Association of Professional 
Sleep Societies, Minneapolis. Contact Lori J. Lingl, Meeting 
Coordinator, 604 Second Street, SW, Rochester, MN 55902; 
507-287-6006. 
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July 2~7, 6th Prague International Conference on Psycho- 
logical Development and Personality Formative Processes, 
Prague. Contact The 6th Prague International Conference, 
Institute of Psychology, Husova 4, 110 00 Prague 1, Czech- 
oslovakia. 


July 4-8, 2nd International Conference on The Future of 
Adult Life, Leeuwenhorst Congress Centre, The Nether- 
lands. Contact Mike Featherstone, Centre for the Study of 
Adult Life, Department of Administrative and Social Studies, 
Teesside Polytechnic, Middlesbrough, Cleveland TS1 3BA, 
United Kingdom; (0642) 218121, ext. 4313. 


July 5-7, 1st International Conference on Psychology and 
Performing Arts, London. Contact Dr. Glenn Wilson, Insti- 
tute of Psychiatry, London SES 8AF, United Kingdom; (01) 
703-5411, ext. 3254. 


July 16-20, 10th International Congress, International As- 
sociation for Cross-Cultural Psychology, Nara, Japan. Con- 
tact Saburo Iwawaki, Graduate School of Education, Hyogo 
Kyoiku Diagaku, Yashirocho Katogun Hyogo, 673 Japan. 


July 16-20, 12th International Congress of Child Psychiatry, 
International Association for Child and Adolescent Psychia- 
try and Allied Professions, Kyoto, Japan. Contact Professor 
Kosuke Yamazaki, c/o Dr. Reimer Jensen, Borups, alle 179, 
2400 Copenhagen NV, Denmark. 


July 18-22, annual meeting, National Alliance for the Men- 


tally Il, Chicago. Contact Laurie M. Flynn, 2101 Wilson 
Boulevard, Suite 302, Arlington, VA 22201; 703-524-9094. 
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July 19-22, annual meeting, Autism Society of America, Se- 
attle. Contact Thomas Nerney, 1234 Massachusetts Avenue, 
NW, Suite C1017, Washington, DC 20005; 202-783-0125. 


July 23-27, annual meeting, International Transactional 
Analysis Association, Brussels. Contact Susan Sevilla, 1772 
Vallejo Street, San Francisco, CA 94123; 415-885-5992. 


July 24-28, 24th CIOMS Conference on “Genetics, Ethics 
and Human Values: Humane Genome, Mapping, Screening 
& Treatment,” Tokyo. Contact Multinational Meetings In- 
formation Services, P.O. Box 5090, NL-1007 AB Amster- 
dam, The Netherlands; 3120/684451. 


July 31—August 5, 2nd Congress on Human Rights, Medi- 
cine and Law, Bophuthatswana, Contact International Cen- 
tre of Medicine & Law, University of Bophuthatswana, P.O. 
Box 4182, Bophuthatswana, Southern Africa; 27 (0) 140 
842470-1. 


AUGUST 


August 11—15, annual meeting, American Sociological Asso- 
ciation, Washington, D.C. Contact William V. D’Antonio, 
1722 N Street, NW, Washington, DC 20036; 202-833- 
3410. 


August 18-24, Sth European Congress of Hypnosis in Psy- 
chotherapy and Psychosomatic Medicine, Konstanz. Contact 
Walter Bongartz, University of Konstanz, 750 Konstanz, 
Federal Republic of Germany. 


August 20-23, 9th International Congress, Medical Infor- 
matics Europe 90, “Health Added Value,” Glasgow. Contact 
Dr. J. Bryden, Consultant in Health Information, Greater 
Glasgow Health Board, Department of Public Health Med- 
icine, McLeod Street, Glasgow G4 ORA, Scotland; 041 553 
1833, ext. 222. 


August 20-24, 21st Congress, International Society of Psy- 
choneuroendocrinology, Buffalo. Contact Uriel Halbreich, 
M.D., Department of Psychiatry, State University of New 
York at Buffalo, 462 Grider Street (K-Annex), Buffalo, NY 
14215; 716-898-5088. 


August 23~26, World Psychiatric Association Regional Sym- 
posium—“Etiology of Mental Disorder,” organized by the 
Department of Psychiatry, University of Oslo. Contact Prof. 
Einar Kringlen, WPA Regional Symposium Programme 
Committee, Department of Psychiatry, University of Oslo, 
P.O. Box 85, Vinderen, N-0319 Oslo 3, Norway; 47 2 
146590. 
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Information for Contributors 


GENERAL POLICIES 


The requirements stated below are in accordance with 
“Uniform Requirements for Manuscripts Submitted to Bio- 
medical Journals.” 


Prior Publication 


Manuscripts are accepted for consideration by the Amer- 
ican Journal of Psychiatry with the understanding that they 
represent original material, have not been published previ- 
ously, are not being considered for publication elsewhere, 
and have been approved by each author. Any form of pub- 
lication other than an abstract of no more than 400 words 
constitutes prior publication. This includes components of 
symposia, proceedings, transactions, books (or chapters), ar- 
ticles published by invitation, or reports of any kind, regard- 
less of differences in readership, as well as electronic data 
bases of public nature. Authors submitting manuscripts con- 
taining data or clinical observations already used in pub- 
lished papers or used in papers that are in press, submitted 
for publication, or to be submitted shortly should provide 
this information and copies of those papers to the Editor. An 
explanation of the differences between the papers should be 
included. 


Copyright Transfer and Submission Approval 


The Journal requires approval of manuscript submission 
by all authors in addition to transfer of copyright to the 
American Psychiatric Association so that the author(s) and 
the Association are protected from misuse of copyrighted 
material. A submission approval and copyright transfer form 
will be forwarded to authors along with a letter acknowl- 
edging receipt of their manuscript. Manuscripts will not re- 
ceive a final decision until a completed form has been re- 
ceived in the editorial office. 

In addition, authors must obtain letters of permission from 
publishers for use of extensive quotations (more than 500 
words). The Journal does not publish tables or figures that 
have been previously published or submitted elsewhere. 


Disclosure of Commercial Interests 


All forms of support, including drug company support, 
must be acknowledged in the author’s footnote (see ‘Ac- 
knowledgments” under the Title Page section). Also, authors 
must disclose in their cover letter any commercial or financial 
involvements that might present an appearance of a conflict 
of interest in connection with the submitted article, including 
but not limited to institutional or corporate affiliations not 
already specified in the author’s footnote, paid consultancies, 
stock ownership or other equity interests, and patent own- 


ership. At the Editor’s discretion, this information may be 
shared with reviewers. Such involvements wil! not be 
grounds for automatic rejection of the manuscript. Should 
the article be accepted for publication, the Editor and the 
authors will consult on whether, and to what extent, this 
information should be included in the published article. 


Patient Anonymity 


Ethical as well as legal considerations require careful at- 
tention to the protection of a patient's anonymity in case 
reports and elsewhere. Identifying information such as 
names, initials, hospital numbers, and dates must be avoided. 
In addition, authors should disguise identifying information 
when discussing the characteristics and personal history of 
patients. 


Informed Consent 


Manuscripts that report the results of experimental inves- 
tigation with human subjects must include a statement that 
informed consent was obtained after the procedure(s) had 
been fully explained. In the case of children, authors are 
asked to include information about whether the child’s as- 
sent was obtained. 


Review Process 


All papers are reviewed to determine the originality, va- 
lidity, and importance of content and conclusions. In addi- 
tion to the regular review process, peer review for statistical 
content may be required for some manuscripts. This will be 
determined by the Journal’s Statistical Editors. Authors will 
be sent reviewer comments that are judged to be useful to 
them. All reviewers remain anonymous. Once the Editor has 
made a final decision on a paper, the authors of that paper 
will be informed. 


SUBMISSION OF MANUSCRIPTS 


The original manuscript and four copies should be sub- 
mitted to John C. Nemiah, M.D., Editor, American Journal 
of Psychiatry, 1400 K St., N.W., Washington, DC 20005, All 
correspondence will be sent to the first-named author unless 
otherwise specified. Papers should be accompanied by a 
cover letter indicating that the paper is intended for publi- 
cation and specifying for which section of the Journal it is 
being submitted (i.e., Special Article, Regular Article, or 
Clinical and Research Report); papers will only be reviewed 
after such a statement has been received from the author. 

Authors will be notified of the receipt of their paper and 


INFORMATION FOR CONTRIBUTORS 


the number assigned to it. This number must be included in 
all further correspondence. It is imperative that the corre- 
sponding author of submitted papers notify the Journal of 
changes of address. Because of escalating postage costs, no 
manuscripts submitted to the Journal will be returned to 
authors except upon special request. Authors must make this 
request in their original submission letter and include a self- 
addressed, postage-paid envelope. 


` Single Case Reports 


Single case reports except for detailed longitudinal studies 
should be submitted as Letters to the Editor. All single case 
reports will be peer reviewed. Reports of successfully treated 
patients must include data on the number of patients treated 
unsuccessfully by the same method, with an indication of the 
temporal order of the successes and failures. 


Annual Meeting Papers 


Authors may submit their papers before the annual meet- 
ing, but such papers cannot be published until after the meet- 
ing. All papers must be accompanied by a statement that they 
are in final form. These papers are subject to the same peer 
review as other papers and must conform to the require- 
ments for one of the types of articles specified in the next 
section. l 


TYPES OF ARTICLES 
Special Articles 


These are usually overview articles that bring together im- 
portant information on a topic of general interest to psychi- 
atry. Authors who have ideas for such articles are advised to 
check with the Editorial Office to ensure that a similar work 
has not already been submitted. Special Articles may not 
exceed 7,500 words (no more than 25 double-spaced pages— 
including an abstract of no more than 100 words, tables, and 
figures) and may not include more than 100 references. 


Regular Articles 


Regular Articles are original communications of scientific 
excellence in psychiatric medicine and advances in clinical 
research. Regular Articles contain no more than 3,800 
words, including an abstract of no more than 100 words, 
references, tables, and figures. A table or figure that fills one- 
half of a vertical manuscript page equals 100 words of text; 
one that fills one-half of a horizontal page equals 150 words. 
Articles that exceed 3,800 words will be returned unre- 
viewed to the authors. 


Clinical and Research Reports 


Clinical and Research Reports may contain no more than 
one table and a maximum of 10 references; figures may not 
be used. Papers may contain a maximum of 1,300 words, 
including an abstract of no more than 40 words, references, 
and an optional table (estimate 15 words per reference, 100 
words for a double-spaced table that fills one-half of a ver- 
tical page, and 150 words for a double-spaced table that fills 
one-half of a horizontal page). These articles present 1) new 
research findings, 2) data from pilot studies, 3) worthwhile 


replication studies, and 4) clinical studies involving a number 


‘of patients. Essays, program descriptions, literature reviews, 


and single case reports do not meet the criteria for this sec- 
tion. Submissions that exceed 1,300 words or contain figures 
will be returned to the author. 


Other Sections 


Letters to the Editor. Brief letters (maximum of 500 words 
and 5 references; no tables or figures) will be considered if 
they include the notation “for publication.” Letters critical 
of an article published in the Journal will automatically be 
sent to the authors for reply. Because of space limitations not 
all letters can be printed. The Journal will notify authors 
about the disposition of their letters but does not return 
those that are not published. A letter must be signed by all of 
its authors, All letters will be edited; edited letters will not be 
sent to authors for approval. Letters must be typed double- 
spaced throughout on 812x11 inch paper; three copies are 
required. Letters that do not meet these specifications will be 
returned for revision. Reprints are not available. Single case 
reports except for detailed longitudinal studies should be 
submitted as Letters to the Editor. Case reports submitted as 
Letters to the Editor will be peer reviewed. 

Book Forum. Books for review may be sent to the Book 
Forum Editor, Nancy C. Andreasen, M.D., Ph.D., University 
of Iowa College of Medicine, 500 Newton Rd., Iowa City, IA 
52242. Book reviews are usually solicited by the Book Fo- 
rum Editor. Authors interested in reviewing a particular 
book should communicate directly with Dr. Andreasen. Re- 
prints of reviews are not available. 


TYPING AND ARRANGING THE PAPER 


All parts of the manuscript, including case reports, quota- 
tions, references, and tables, must be double-spaced through- 
out. Manuscripts must be typed in upper- and lowercase on 
one side only of 81X11 inch nonerasable bond paper. All 
four margins must be 1% inches. The manuscript should be 
arranged in the following order, with each item beginning a 
new page: 1) title page, 2) abstract, 3) text, 4) references, and 
5) tables and/or figures. All pages must be numbered. 


STYLE SPECIFICATIONS 
Title Page 


Title. The title should be informative and as brief as pos- 
sible. Two-part titles should be avoided. 

By-line. Authors listed in the by-line should be limited to 
principal researchers and/or writers; collaborators may be 
acknowledged in a footnote. Authors’ first names are pre- 
ferred to initials. Degrees should be included after each au- 
thor’s name. 

Previous presentation. If the paper has been presented at a 
meeting, please give the name of the meeting, the place, and 
the date. 

Location of work and address for reprints. Provide the 
department, institution, city, and state where the work was 
done. Include a full address for the author who is to receive 
reprint requests. 

Acknowledgments. Grant support should be acknowl- 
edged in a' separate paragraph and should include the full 


name of the granting agency and grant number. The Journal 


does not allow acknowledgment of persons involved with the 


preparation or typing of manuscripts. Acknowledgment of 
individuals involved with the scientific content of the work 
should not exceed four- typed lines. Drug company support 
of any kind must be acknowledged. 


Abstract 


The abstract is a single paragraph no longer than 100 
words for Special Articles and Regular Articles and no longer 
than 40 words for Clinical and Research Reports. 


Text 


Authors should use the active voice and first person; head- 
ings and subheadings should be inserted at reasonable inter- 
vals. Footnotes to text may ‘not be used, and summaries are 
usually unnecessary. 

Research design and statistics. The following information 
regarding research design should be included: 1) a clearly 
stated hypothesis, 2) the names of the statistical tests used, 3) 
whether tests were one- or two-tailed, and 4) what test was 
used for each set of data. Reporting of standard deviations, 
rather than standard errors of the mean, is required. Statis- 


tical tests that are not well known should be referenced. All . 


significant and important nonsignificant results must include 
the test value, degree(s) of freedom, and probability. For 
example, “The analysis of variance indicated that those who 
abstained from coffee had significantly higher course grades 
than those who did not abstain (F=4.32, df=3, 17, p< 
0.05).” Reviewers will evaluate the appropriateness of the 
analyses. 

Abbreviations. Spell out all abbreviations (other than 
those for units of measure) the first time they are used. Id- 
iosyncratic abbreviations should not be used. 

Drugs. Generic rather than trade names of drugs should be 
used. Trade or manufacturers’ names are used only if the 
drug or equipment is experimental or unavailable in this 
country or if such information is crucial to the evaluation of 
the results or replication of the study. 


References 


References are numbered and listed by their order of appear- 
ance in text; the text citation is followed by the appropriate 
reference number in parentheses. Do not arrange the list alpha- 
betically. References in tables and figures are numbered as 
though the tables and figures were part of the text. 

References should be restricted to closely pertinent mate- 
rial. Accuracy of citation is the author’s responsibility. Refer- 
ences should conform exactly to the original spelling, ac- 
cents, punctuation, etc. Authors should be sure that all 
references listed have been cited in text. 

Personal communications, unpublished manuscripts, manu- 
scripts submitted but not yet accepted, and similar unpublished 
items should not appear in the reference list. Such citations may 
be noted in text. It is the author’s responsibility to obtain per- 
mission to refer to another individual’s unpublished observa- 
tions. Manuscripts that are actually “in press” may be cited as 
such in the reference list; the name of the journal or publisher 
and location must be included. 

Type references in the style shown below, double-spaced 
throughout. List up to three authors; designate one or more 
authors past the third as “et al.” Abbreviations of journal 
names should conform to the style used in Index Medicus; 
journals not indexed there should not be abbreviated. 
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1. Noyes R Jr, DuPont RL Jr, Pecknold JC, et al: Alprazolam in 
panic disorder and agoraphobia, results from a multicenter 
trial, II: patient acceptance, side effects, and safety. Arch Gen 
Psychiatry 1988; 45:423-428 

2. Kaplan HI, Sadock BJ (eds): Comprehensive Textbook of Psy- 
chiatry, 4th ed, vol 2. Baltimore, Williams & Wilkins, 1985 

3. Fyer AJ, Manuzza S, Endicott J: Differential diagnosis and as- 
sessments of anxiety: recent developments, in Psychopharma- 
cology: The Third Generation of Progress. Edited by Meltzer 
HY. New York, Raven Press, 1987 


TABLES AND FIGURES 


The Journal does not publish tables or figures that have 
been submitted elsewhere or previously published. Tables 
and figures that duplicate 1) material contained in text or 2) 
each other will not be used. Authors will be asked to delete 
tables and figures that contain data which could be given 
succinctly in text. Each table and figure should be under- 
standable without reference to the text; a descriptive, concise 
title should be included and units of measurement should be 
specified. Consult recent issues of the Journal for format. A 
table or figure that fills one-half of a vertical manuscript page 
equals 100 words of text; one that fills one-half of a hori- 
zontal page. equals 150 words. A copy of each table and 
figure must be included with each copy of the manuscript. 


Tables 


Tables should be double-spaced, no wider than 120 type- 
writer characters, including spaces, and no longer than 70 
lines. Values expressed in the same unit of measurement 
should read down, not across; when percentages are given, - 
the appropriate numbers must also be given. 


Figures 


Figures are considered as text and are subject to revision 
by the authors upon recommendation of the Editors. Figures 
should, however, be professionally prepared. Glossy or other 
camera-ready prints should accompany the submitted manu- 
script. Computer-generated figures that do not meet quality 
printing standards will be returned for revision. The first 
author’s name, the title of the paper, the figure number, and 
the top of the figure should be noted on a label affixed to the 
back of each figure. All figure titles and footnotes should be 
typed and sent together on a separate page. 

The Journal does publish color illustrations. However, the 
cost to publish them, including reprint charges, wili be the 
responsibility of the authors. An estimate of the cost will be 
provided to the authors at the time of first decision. 

Format. Figures are visual expressions of data trends or 
relationships. Figures that represent numerical data which 
could be expressed more succinctly or clearly in tabular form 
should be converted to tables. Line graphs should show 
change in continuous variables; comparisons of like values in 
different groups should be presented as bar graphs. Graphs 
containing stacked bars are unacceptable; the different seg- 
ments of each bar should be presented side by side. 

Lettering. Figure type should be sans serif and should be 7 
points or larger after the figure is reduced; most figures tak- 
ing up the width of a vertical manuscript page are reduced to 
a width of 19.5 picas (31⁄4 inches), and those requiring a 
horizontal manuscript page are usually reduced to 40.5 picas 
(634 inches). When space on the horizontal axis is insuffi- 
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FIGURE 1. Mean CSF Somatostatin Levels of Patients With Alzhe- 
imer's Disease, Older Depressed Patients, and Age-Matched Control 
Subjects 
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"Significant difference between men and women (t=1.81, df=10, 
p<0.05) and between the total Alzheimer’s disease group and the 
total control group (t=2.49, df=25, p<0.01). 

Significant difference between the total depressed group and the 
total control group (t=2.75, df=33, p<0.005). 


cient, headings may be placed diagonally on the axis. Main 
headings should consist of upper-case letters only, subhead- 
ings of upper- and lower-case, and other type (e.g., keys, flow 
chart segments) of lower-case with only an initial upper-case 
letter. All parenthetical material should be lower-case. Do 
not use idiosyncratic abbreviations. 

Other. The following are additional specific requirements. 
Please refer to the example given above. 

1. Do not use solid black shading; rather, include outlined 
white among shadings. i 

2. The heading for the vertical axis of a graph should run 
vertically along the axis, not horizontally at the top or bot- 
tom. Headings for the horizontal axis should appear below 
that axis, not at the top of the graph. 

3. Error bars should not be used. 

4. Do not extend the vertical or horizontal axis of a graph 
beyond the point needed for the data shown. 

5. The vertical axis should generally begin at zero; to save 
space, a double slash may take the place of an unused por- 
tion of the vertical axis. 


6. In a graph comparing different groups of subjects, the 
number of subjects in each group should appear with the 
name of the group—in the key, in the headings below the 
horizontal axis, or in the title. 

7. To save space, related figures that have the same vertical 
or horizontal axis should be combined. Headings identifying 
the segments of the combined figure should appear in the 
upper lefthand corners of the individual segments (in lower- 
case type with an initial upper-case letter). 

8. The key should appear within or above the figure but 
should not be wider than the figure itself. Avoid placing 
other type (e.g., number of subjects, statistical values) within 
the axes of a graph. 

9. Footnotes (including p values) should be cited with su- 
perscript letters in the title or body of the figure and should 
be listed in the order in which they are cited in the figure. 


PROCESSING OF ACCEPTED MANUSCRIPTS 


Manuscripts are accepted with the understanding that the 
Editor and the editorial staff have the right to make revisions 
aimed at greater conciseness, clarity, and conformity with 
Journal style. Accepted papers will be edited and sent to the 
first-named (or corresponding) author for corrections and 
answers to editorial queries. No proofs are sent to authors. 
Authors who will be away from their offices for a long period 
or who change address after notification of acceptance 
should inform the Journal staff. 


PERMISSION TO REPRINT 


Written permission to reprint material published in the 
Journal must be secured from the APA Periodicals Services 
Division, 1400 K Street, N.W., Washington, DC 20005; tele- 
phone: (202}682-6156. There is usually a charge for such 
permission, except for nonprofit classroom or library reserve 
use by instructors and educational institutions or for authors 
who wish to reprint their own material. Requests will be 
facilitated if accompanied by written permission from the 
author of the material. 


REPRINTS 


No reprints are furnished gratis. An order form for re- 
prints will be sent to the corresponding author before pub- 
lication of the paper. The printer usually mails reprints ap- 
proximately 6 weeks after the article has been published. 
Reprints of items in the Book Forum and Letters to the Ed- 
itor sections are not available. 


Due to rapid growth, our Partner- 
ship has opportunities available 
for Adult, Child, Consultation & 
Liaison, and Chemical Depen- 
dency and Recovery Psychia- 
trists. Positions exist in Los 
Angeles, San Bernardino and 
San Diego Counties. 


The Southern California Per- 
manente Medical Group, a multi- 
Specialty group practice 
established in California nearly 
50 years ago, offers competitive 
salaries and benefits, predictable 
call and the satisfaction of work- 
ing in a stable, growing environ- 
ment. 


For more information, please 
call (800) 328-5278 (CA). If call- 
ing from outside of California, 
please call (800) 541-7946 or 
send you C.V. to: Irwin P. 
Goldstein, M.D., Associate Medi- 
cal Director, SCPMG, Dept. 008, 
Walnut Center, Pasadena, CA 
91188-8013. Equal Opportunity 
Employer. 
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$ The Department of Psychiatry at the University of 
a Vermont College of Medicine is seeking a psychiatrist 
|e for a full-time clinical faculty appointment in its 

$ Clinical Psychopharmacology Program. 


The appointment will be at the level of Assistant or 
Associate Professor as appropriate; salary will be 
dependent upon qualifications and experience. Applicants 

{ should be board-qualified or board-certified and have 
— f prior experience in similar settings. This individual 
| 4 would participate in furthering the development of 
— f ongoing clinical and research activities in the Clinical 
| 2 Psychopharmacology, Anxiety, and Geriatric Services of 
f the Outpatient Section of the department. The department 
serves a wide referral area including Vermont, northern 
F New England and New York and is part of the Medical 
{Center Hospital of Vermont. Individuals with teaching 
{and research interests are encouraged to apply. 
: Applications will be accepted until the position is 
filled. Interested applicants please send a letter and a 
copy of curriculum vitae to: 


John E. Helzer, M.D. 
Professor and Chairman 
Department of Psychiatry 

University of Vermont 

College of Medicine 

Burlington, VT 05405 


The University of Vermont is an affirmative action and equal opportunity 
employer, Women and minorities are encouraged to apply. 
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At Psychiatric Institutes of America our bottom line 
is helping our patients. It’s also helping our physicians. 

‘To that end, we'll not only provide the right environ- 
ment to help you be the best doctor you can be, we'll 
help you build your private practice. 

At PIA, you'll be a part of the quality care leader 
among psychiatric hospitals, Were an organization that 
listens very closely to what our doctors have to say. 

So, if you specialize in adult, adolescent, or child 
psychiatry, and are Board Certified or Eligible, call 
us or return the coupon today along with your CV 
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Send to: Mr. Steve Sams, Vice President, Physician Services, 
1010 Wisconsin Avenue, Washington, DC 20007. (Or call 
800-445~-2144/202-298-4807.) 





Psychiatric Institutes of America, 
part of the NME Specialty Hospital Group. 


See us at the APA Convention, Booth #916, 918, 920 
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NUSASEDESDORSCIBDOCCEARTPERONDAGONOSSEN: 


Where is the Library and 
Archives? 

The Library and Archives is on 
the third floor of the APA head- 
quarters building at 1400 K Street 
N.W., Washington, D.C. The hours 
are 9 am to 5 pm Monday through 
Friday. 


How can I use the Library and 
Archives? 

You can request information by 
mail, telephone or personal visits. 





Can I borrow books? 

APA members (and cooperating 
libraries) may borrow books at no 
charge. The normal loan period is 4 
weeks. 


Can I get reprints of journal 
articles from the Library? 

No. Reprints are available from 
authors. Libraries can only supply 
photocopies. We encourage you to 
make use of local sources for jour- 
nals, but we will photocopy articles 
from our collection at the pre-paid 
cost of $3 to members. 


Is there a number I can call 
for answers? 


Yes. (202) 688-6058 is the 


i reference number. We try to answer 
: questions right away, but some- 


sapnauaapaaeeaasoxesaeset: 


naaeseseazese: 


Aad nneeoues sea uussaceasseusessaa sass: 


i searching? 


times we need time to gather infor- 
mation. We can usually respond 
within 24 hours. = 






Does the Library ,¥ i 


do computer 


Yes. (202) 682-6057 i: is the 
number to. call to request a com- 
puter literature search. Because 
search requests require a signed 
form, it’s a good idea to keep a 
supply on hand. Call and ask us to 
send some for your next project. 
Charges for members are cost plus 


OusHOSudanaeReusenaganacaneesszes: 


APA LIBRARY AND ARCHIVES 


Answers to Questions Our Members Often Ask 


MARRSRERAUUNNUNOSSYERSRRAREBEETEOERRNKOKAGACAGAUSEEESEOT] 


$15; non-members, cost plus $40. 
Turnaround time is 2 weeks. 
Records retrieved include full 
bibliographic citations and in most 
cases abstracts, 


Can you help me find an article 
in Psychiatric News? 

Yes. Call (202) 682-6080. The 
APA Library provides the only in- 
depth indexing service for 
Psychiatric News. There is com- 
plete coverage since 1978. 





Does the Library have 
audiovisual material? What 
kinds? 

Yes. The Marion E. Kenworthy 
Learning Center's collection in- 
cludes audiocassettes and video- 
cassettes. The audio collection has 
taped symposia from annual 
meetings since 1976; the video 
collection has clinical presenta- 
tions useful for staff and continu- 
ing medical education. The loan 
period is 2 weeks. Please call for 
charges. 





What’s in the Archives? “ À 

The Archives holds the Seuraa 
created by the APA, such as 
minutes, reports, correspondence, 
and photographs. There are a few 
collections of papers of individual 
psychiatrists such as Daniel Blain, 
Leo Kanner and John C. Whitehorn. 
Additionally, the Archives is the 
sole repository for the papers of 
Albert Deutch. There are tapes and 
transcripts from an oral history 
project, and a collection of arti- 
facts and photographs that relate 
to the history of American psychi- 
atry. These materials may be used 
in the Archives or photocopied, but 
they do not circulate. 


CHEREARSURACHRANGSSEHUUUBOENCRSAGCERGES NON KGUCKHCeEEE 


MOROAGRTRANNOXUNENORESEFUZSERearTSOR SEES AGH KORN ECE COATED! 


BGA SLGRROURGEERGHOUHURRDAE SERS SCEUODERGEGRE ADEN VERNOSUEUDESROSCSESERORERSY 


aRCRRACAEERORGRUREHOSERSUSSOENEERASAEseNTES 
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Does the Library have a rare | 
book collection? 

Yes. Our rare book collection 
contains many valuable and first 
editions of early works that reflect 
the history of psychiatry. Among 
its volumes are first edition copies 
of Benjamin Rush’s Medical In- 
quiries and Observations Upon the 
Diseases of the Mind and Joseph 
? Breuer and Sigmund Freud’s Stu- 
dien uber Hysterie. 

The growth of this collection 
depends on gifts. However, the 
È Library is not authorized to give 
Í appraisals for income tax purposes. 


ORUEQCRRESERECEEENOSCEEECREEE( 


eRRReReRONGNESEUE: 


Would you like me to donate my 
books and old journals to the 

? Library? 

i Yes. We are always pleased to 
receive gifts, but we must reserve 
the right to evaluate your gift for 
relevance to the Association and 
dispose of any books or journals we 
cannot use. Each donor is appro- 
priately acknowledged on a 
bookplate attached to the volume. 


AOCRMORS HHRCOReECEREREDE: 
AUEESUGSSLOSCEESERDGOS ESSE seeresecceananseeesnesaeer sess 


SUCGRRGCA CERNE UARNHODERSEEDROEE 
SRESSSTSEEESS CARESS ssERE 


ould the Library like a copy of 
i my new book? 

Absolutely! In fact the APA 
Library began in 1961 with a collec- 
tion of autographed books by 
member-authors. This is a tradition 
we especially like to keep alive. 
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Address: 

NAPA Library / 

1400 K Street, N.W. 

eee D.C. 20005 

Phone Numbers (Area Code 202): \: 

Archives eee | 
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Texas 
Wants You ! 


Join the Texas Department of Mental Health and Mental 
Retardation for a rewarding career of providing quality, 
caring service to citizens of Texas. The Department is 
recruiting medical specialists in psychiatry for positions 
in clinical and administrative medicine. Many positions 
offer Medical School appointments and opportunities for 
teaching and research. 


TDMHMR includes 8 JCAHO accredited state hospitals, 
13 ICF/MR certified state schools, 5 state centers and 35 
community MHMR centers. TDMHMR offers an excel- 
lent fringe benefit package, including reimbursement for 
state and federal physician student loan programs. 


Annual compensation up to $119,000 depending on 
location and qualifications. 


To learn more about the Department and Texas, visit our 
exhibit booth (#331) at the American Psychiatric Associa- 
tion Annual Meeting in New York, NY, or write or call; 


William H. Reid, M.D., M.P.H. 

Medical Director 

Texas Department of Mental Health 

& Mental Retardation 

P.O. Box 12668 

Austin, TX 78711 

1-800-833-MHMR or (512) 465-4502 
EEO/AAE 


A Career Move? 


. Psychiatrists 
Making a career move? Why not let your 
Association work for you. For a confidential dis- 
cussion of how we can assist you call or write: 


Graeme Fergusson, Placement Coordinator 
APA /Psychiatric Placement Service 
1400 K Street N.W., Washington, D.C. 20005 
(202) 682-6108/682-6370 


Dedicated to Serving Mental Health Facilities 
& Psychiatrists Nationwide. 





Residents from Western Psychiatric In- 
stitute and Clinic, University of Pittsburgh. 


There is a full range of psychiatry treat- 
ment programs including day treatment, in- 
patient and outpatient substance abuse 
treatment programs, mental hygiene clinic, 
consultation-liaison, geriatrics, sleep laboratory 
and neurobehavioral unit. Opportunity to 
develop research projects in respective areas of 
interest. Excellent supporting staff with a mul- 
tidisciplinary team approach. 


| Licensure in any state required. Excellent 
fringe benefits including special pay in addi- 
tion to salary and 30 days paid vacation per 
year for full-time physicians. 


Send C.V. to Jeffrey L, Peters, M.D., 
Chief of psychiatry Service, Veterans Ad- 
ministration Medical Center, Highland 
Drive, Pittsburgh, PA 15206 or call (412) 
365-4484 or 364-4483. V.A. is an equal op- 
portunity employer. 



























We are changing the way 
community psychiatry is practiced 
in the Finger Lakes Region of 
Upstate New York. 





We currently seek board-certified or board- 
eligible child and adult psychiatrists to join a 
hospital-based community mental health cen- 
ter which operates an inpatient program as 

well as unique demonstration projects for the 
care of the seriously and persistently mentally 
ill. Come join an existing staff of 13 staff and at- 
tending psychiatrists. 


We offer a competitive salary base with excel- 
lent hospital base benefits and an incentive pro- 
gram that competes with private practice rates. 


Interested parties should respond in strictest 
confidence to: 






Allen H. Boxbaum 
Oparations Manager 
Genesee Hospital 
Department of Psychiatry 
224 Alexander Street 
Rochester, New York 14607 
(716) 263-2925 


We are an Equal Opportunity Employer. 


The 1990 Annual Meeting 


Will include over 500 scientific sessions 


Expanded New Research Sessions e Exhibits 
Clinical and Continuous Case Conferences 


featuring: 
e CME Courses e Paper Sessions 
e Distinguished Speakers e Symposia 
œ Review of Psychiatry Sessions e Workshops 
o 
o 


Small Group Formats will include: 
e Meeting informally with prominent colleagues 
(Discussion Groups) 
e Discussing difficult cases with experts in the field 
(Clinical Consultation With Series) 


e Discussing problem areas in psychiatric 
research with senior research colleagues 
(Research Consultation With Series) 


Plus many 
other educational 
formats. 








American Psychiatric Association 
143rd Annual Meeting 
New York, New York 

May 12-17, 1990 


For further information write: 


Office to Coordinate the Annual Meeting 
American Psychiatric Association 

1400 K Street, N.W. 

Washington, D.C. 20005 
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The Research Alliance « Road to Clinical Excellence 


THE PERMANENTE MEDICAL GROUP 
NORTHERN CALIFORNIA 


QUALITY 


STABILITY 


LEADERSHIP 


GROWTH 


SUPPORT 


REWARDS 


o2 e 
w 
KAISER PERMANENTE 
Good People. Good Medicine. 


The Permanente Medical Group, the largest multispecialty group 
practice in the U.S., is undergoing explosive growth in its Northern 
California region: the San Francisco Bay Area, Sacramento and the 
Central Valley. Our rapid increase in membership has created practice 
opportunities throughout the region for BC/BE Psychiatrists. 


Our physician-managed group is part of the comprehensive Kaiser 
Permanente Medical Care Program. As a TPMG physician, you have access 
to the latest medical technology and resources, the support of colleagues 
in all subspecialties — and the opportunity to provide excellent neal 
care without the burdens of managing a practice, 





Join us in one of these facilities: 


[Northern Californii Regioa 










e Walnut Creek/Pleasanton 

e Martinez/Antioch 

e Oakland 

¢ South Sacramento/Stockton 
* Santa Rosa 

¢ San Jose/Gilroy 

e San Francisco 

e South San Francisco 

e Sacramento/Roseville 

e Richmond ` 


a Pleasanton e Redwood City 





Hayward e Fresno 
' a Fremont 


¢ Hayward/Fremont 





e Santa Clara/Milpitas/Sunnyvale 


e Vallejo/Fairfield/Napa 
San Jose/Santa Teresa @ 


Gilroy a `e San Rafael/Petaluma 











TPMG offers many benefits: scheduled time off with cross-coverage 
provided by your colleagues, continuing education, malpractice insurance, 
a substantial retirement program and special arrangements for physicians 
transferring from established practice. For complete information, call or 
send CV to: The Permanente Medical Group, Inc., Richmond Prescott, 
M.D., Physician Recruitmerit Services, Dept. AJP-7175, 1814 Franklin, 

4th Floor, Oakland, CA 94612. (800) 777-4912. EOE 





: STAFF 
PSYCHIATRIST 


Immediate vacancy in a progres- 
sive community Mental Health Cen- 
ter for a staff psychiatrist. Liberal 
salary and fringe benefits program. 
Four-day week. Florida license re- 
quired. 


Contact: 
Dominick Calobrisi, M.D. 
Medical Director 
‘South County Mental Health Cae 
Delray Beach (Palm Beach County), 
FL 33484 
(407) 495-0522 





PSYCHIATRIST — 
CHAIKMAN 
Northwestern University Medical School seeks 
a new Psychiatry Chairman to supervise the 
academic programs of the department includ- 
ing the clinical, educational and research activ- 
ities. Applicants should be board certified in 
psychiatry. This full-time appointment will be 


effective in July 1990 at a level and salary 
commensurate with experience. In order to 


ensure full consideration, applications. 


must be received by June 1, 1990. 


CONTACT: 


David A. Stumpf, M.D., Ph.D. 
Chairman of Neurology 
233 East Erie Street, Suite 614 
. Chicago, IL 60611 
Phone: 312/908-8266 


Northwestern University is an Affirmative Ac- 
tion/Equal Opportunity Employer; we encour- 
age women and minorities to apply. Hiring is 
contingent upon eligibility for licensing in Illi- 
nois. 
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HALDOL Decanoate 100 


(HALOPERIDOL) INJECTION — 100mg/mL 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION = 50mg/mL 


For IM Injection Only 


The following is a brief summary only. Before prescribing, see complete prescribing 
information in HALDOL and HALDOL Decanoate product labeling. 


Contraindications: Since the pharmacologic and chnical actions of HALDOL Decanoate 50 and 
HALDOL Decanoate 100 are attributed to HALDOL. haloperidol as the active medication. Contrain 
dications, Warnings. and additional information are those of HALDOL. modified to reflect the 
prolonged action 

HALDOL ıs contraindicated in severe toxic central nervous system depression or comatose 
states from any cause and in individuals who are hypersensitive to this drug or have Parkinsons 
disease 


Warnings: Tardive Dysk:nesia Tardive dyskinesia, a syndrome consisting of potentially wrevers- 
ible, involuntary dyskinetic movements may develop in patients treated with anupsychotic drugs 
Although the prevalence of the syndrome appears to be highest among the elderly ecually 
elderly women, it 1s impossible to rely upon prevalence estimates to predict, at the inception of 
antipsychotic treatment, which patients are likely to develop the syndrome, Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown Both the nsk of 
developing tardive dyskinesia and the likelingod that it will become reversible are Deleved to 
increase as the duration of treatment and the total cumu e of antpsychonc drugs 
administered to the patient increase. However, the syndrome can develop. although much i 
commonly, after relatively bret f j 15 NO known treatment tor 
established cases of tardive dyskinesia. although the syndrome may remit. partially ¢ 

if antipsychotic treatment:s withdrawn Artpsychotic treatment tse 6 
partially suppress} the signs and symptoms of the syndrome and thereby may possibly mask the 
underlying process. The effect that symptomatic suppression has upon the long-term course ol 
the syndrome is unknown Given these Considerations. anhpsychotie drugs should be pres 
in a manner that is most likely to murumize the oc hve dyskinesia Chronic 
antipsychonc treatment should generally be reserved for patents who sutfer from a chromic ill 



























































but potentaily less harmful treatments are not avaiable or appropriate 
chronic treatment, the smallest dose and the shortest duration of 
tory Clinical response should be sought. The need for continued 
penodically if sgns and symptoms of tardive dyskinesia appear 
drug discontinuation should be considered However same patents 
the presence of the syndrome. (For further information about the de 
andits clinical detection. please refer to ADVERSE REACTIONS} 

Neurolepic Maignant Syndrome (NMS) A potentially fata 
referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in ass ton wath 
antipsychone drugs. Cinca! manifestations of NMS are hyperpyrexia. muscle ngdity altered 
mental status (including catatonic signs) and evidence of autonomic instability (irregular pulse or 
blood pressure. tachycardia, diaphoresis, and cardiac dysrhythnuas) Additional signs may include 
elevated creatine phosphokinase, myogiotinuna (habdomyolysis) and acute renal failure The 
diagnostic evaluakon of patents with thr drome is Complicated in arriving al a diagnosis. itis 
important to dently cases where the chnical presentation includes both serious Medical iness 
ieg. pneumoma. systemic infection, etc) and untreated or madequately treated extrapyramidal 
signs and symptoms IEPS) Other important considerations in the differential diagnosis nciude 
central anticholinergic toxicity, heat stroke. drug fever and pnmary central nervous system (CNS) 
pathology. The management of NMS shouid include tjimmedia conbauaton of antipsychotic 
drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring. and 3) treatment of any concomitant serous medical problems for which 
specific treatments are available. There is no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS Ita patient requir ipsychotic drug Veatmeant after 
recovery fram NMS. the potential reintroducnon of drug therapy shouid be carefully considered 
The patient should be carefully monitored. since recurrences of NMS have been reported 
Hyperpyrexia and heat stroke. not associated with the above symptom complex. n also been 
reported with HALDOL 

Usage in Pregnancy isee PRECAUTIONS —Usage in Pregnancy) Combined Use 
(see PRECAUTIONS ~-Orug Interactions} 

General. Bronchopneumonia. sometimes fatal, has followed use of antipsychotic drugs in 
ing haloperidol Prompt remedial therapy should be instituted f dehydration. hemoconcent ation ar 
reduced pulmonary ventilation occur especially in the elderly Decreased serum cholesterol and/or 
cutaneous and ocular changes have been reported with chemucally-related drugs, although not 
with haloperidol. See PRECAUTIONS—information for Patients for intormation on mental andor 
physical abilities and on concomitant use with other substances, 


Precautions: Administer cautiously to patients (1) with severe cardiovascular disorders, due to the 
possibility of transient hypotension and/or precipitation of anginal pain (if a vasopressor s required 
epinephane should not be used since HALDOL may block its vasopressor activity anc paradoxical 
further lowering of blood pressure may occur, Metaraminal, phenylephrine or norepinephrine 
should be used}, (2) receiving anticonvulsant medications. with a history of seizures. or with EEG 
abnormalities. because HALDOL may lower the convulsive threshold If indicated. adequate 
anticonvulsant therapy should be concomitantly maintained: (3) with Known allergies or a history of 
allergic reactions to drugs. (4) receiving anticoagulants. since an isolated instance of interference 
occurred with the effects of one anticoagulant ‘phenindione) Concomitant antiparkin medica- 
ton, if required, may have to be continued after HALDOL is discontinued because of different 
excretion rates. if both are discontinued simultaneously, extrapyramidal Symoloms me 
intraocular pressure may increase when anticholinergic drugs, in 
administered concomifantly with HALDOL When HALDOL is used for anan b apolar d 
there may be a rapid mood swing to depression Severe neurotoxicity May Occur in paten 
thyrotoxicosis recenving antipsychotic medication, including HALDOL 
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With Lithium 






















The 1.5. 10 mg HALOOL ‘ablets contain FO&C Yellow No 5 (tartrazne) w 
allergic -type reactions including branchial asthma) in certain susceptible individuals 
those ee have aspinn riipersan sitivity. 

information tor Patients. Mental andjor physical abiites required for hazardous tasks or driving 
tay be mpaired Alcohol should be avoided due to possible additive effects and hypotension 

Drag interacvons. Patents recesing ithum plus halopendo! should be mono 
early evidence of neurological toxicity and treatment discontinued promptly if such s 
As with other antipsychotic agents. t should be noted that HALDOL may be capabie a! potentianng 
ONS depressants such as anesthetics, Opiates. and alconol 

Carcinogenesis, Mutagenesis and Impairment of Fertiity. No mutagenic poter 
dol decanoate was found in the Ames Salmonella microsomal activation assay 

Carcinogenicry studies us oral haloperidol were Conducted in Wistar rats (dos sed at upto 5 
mg/kg daily for 24 months} and in Albino Swiss mice (dosed at up to § mg/kg da 13 months) tn 
the rat study survival was less than optimal in all dose groups. reducing the number of rats at nsk 
tor developing tumors However although a relatively greater number of rats survivec to the end of 
the study in high dase male anc: female groups. these animalis did not hav: ence af 
tumors than control animals. Therefore. although not optimal, thi $ he absence 
of a haloperidol related increase in the incidence of neoplasia 20 umes the 
usual daily human dose far chrome or resistant patients. In fe 0 tumes the 
highest initial daly dose for chron or resistant patents. there was a staustically significant 
increase in mammary gland neoplasia and total tumor incidence. af 20 umes the same daly dose 
there was a statistically significant increase in ptutary gland neoplasia in male mice, no 
statisucalty significant differences in incidences of total tumors or specific tumor types were noted 

Antipsychotic drugs elevate prolactin levels: the elevation persists during chronic admunistration 
Tissue culture experiments indicate that approximately one-third of human breast cancers are 
prolactin dependent in vitro. a factor of potential importance if the prescription of these drugs 1s 
contemplated in a patent with a previously detected breast cancer Although disturbances such as 
galactorrhea_ amenorrhea. gynecomastia, and impotence have been reported, the chocal signif: 
cance of elevated serum prolactin levels is unknown for most patents. An increase in mammary 
neoplasms has been found in rodents after chrome administration of antipsychotic drugs Nether 
clinical Studies nor epidemiologic studies Conducted to date however have shown an zssaciation 
between chronic administration of these drugs and mammary tumongenesis the available 
evidence 1S, sidered too limited to be conciusive at this ume 

Usage in Pregnancy. Pregnancy Category C Sate use in pregnancy or in women 
bec oroe, preg ynam bas not bee 
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ing Mothers infants should not be nursed during drug treatment 
Controlled tr to establish the safety and effectiveness of intramuscular 
dren have not been conducted. 


Adverse Reactions: Adverse reactions following the admirustration of HALDOL D 
HALDOL Decanoate 100 are those of HALDOL haloperncdol Since vast expe! 
lated with HALDOL. the adverse reactions are reported for that comp 
halopendot decanoate As with all injectable medications, local tissue react: 
reported with naioperidol decanoat 

CNS Effects Extrapyramidal Reactions Neuromuscular (extrapyramidalir 
reported frequently. often during the hrst few days of eae Generally the 
son-ike symptoms which when f 3 
reversible Other Usa of Hero Muse ar react ins (motor rest 
hyper 
often m 
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pyramidal reactians have been rer eported 
5y symptoms are dose-related since they occur at relati seg.and 
ere when the dose is reduced Antiparkinsan drugs may be required 
trapyrardal reactions have been reported and the drug may have ta be discontinued 
ological Signs -Abrupt discontinuatior rortterm 
aventful However. some patents on mantena treatment 
expenence transient dyskinet gis aber abrupt withdrawai in certan cases these are mdistin- 
guishable frorn Tardive Dyskinesia except for duration it known whether gradual withdrawal 
will redi. courrence of these signs, but unti further evidence is available HALDOL snould be 
gradually wahdrawn Tardive Dyskinesia—As with ali antipsychotic agents HALDOL has been 
associated with pe t dyskinesias Tardive SS a Syndrome con antially 
streversible involuntary. dyskinenc rapy 
or May occur after drug therapy has been discontinued Th e risk appears to be greate elderly 
patents on mgh-dose “therapy, especialy females The symptoms are persistent and m some 


















































paten ble The syndrome 1s characterizes by rhythmical involuntary ents of 
longue mouth or jaw leg. pr Fon Of tongue. putting of cheeks. puck mouth, 
chewing movements) Sometnes these may be accompanied by involuntary nenis of 





extremities and the trunk There is no known effective treatment for tardive c 
son agents usually do not alleviate the symptoms of this syndr 
antpsychotc agents be discontinued if these sympt appear Should 
reinstitute treatment. or mcrease tne dosage of the agent. or switch to a diffe 
agent. this syndrome a be masked It has been reported that fine vermuc 
tongue may be an early sign of tardive dyskinesia and if the medication is 
full syndrome may not develop Tardive Oystonia—Tardive dystonia. not associated with th 
syndrome. nas aiso been reported Tardive dystonia 1s characterized by delayed oF j 
dystonie movements soften persistent. and has the potential of becoming irrey 
Elects —Insomma, restlessness. anxiety. euphona, agitation. drowsiness. d 
headache. confusion. vertigo. granc mai Seizures. and exacerbation af psych 
including halucinations and catatonc-lke behavioral states which may be respor 
withdrawal and/or treatment with anticholinergic drugs 

Body as a eurolepic Makgnant syndrome (NMS), hyperpyrexia and heat stroke have 
been reporte with HALDOL (See WARNINGS for further information concert ning NMS! Cardio 
vascular Effe Tacnycardia. hypotension. hypertension and ECG changes H iologie 
Effects Report mild, usually transient ukopenia and leukocytosis, minimal sesin red 
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blood cell Counts. anemia, or a tendency toward lymphomonocytosis, agrariul arely 
reported and only in association with other medication Liver Effects impaired liver tunction and/or 
jaundice. D fogic Reacvons Maculopapular and acnetorm reactions, isolated of 
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IS PRESCRIBED BY SO MANY 
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Indicate one of the following on your prescriptions, as 
appropriate to your state laws: 
m Do not substitute m Brand necessary 
m Dispense as written m May not substitute 
m Medically necessary m No substitution 
m NDPS (no drug product selection) 


Brief Summary of Prescribing Information. 


Indications and Usage: Management of anxiety disorders or short-term relief of 
symptoms of anxiety or anxiety associated with depressive symptoms. Anxiety or 
tension associated with stress of everyday life usually does not require treatment 
with an anxiolytic. 

Effectiveness in long-term use, i.e., more than 4 months, has not been assessed 
by systematic Clinical studies. Reassess periodically usefulness of the drug for the 
individual patient 


Contraindications: Known sensitivity to benzodiazepines or acute narrow-angle 
glaucoma 


Warnings: Not recommended in primary depressive disorders or psychoses 
As with all CNS-acting drugs, warn patients not to operate machinery or motor 
vehicles, and of diminished tolerance for alcohol and other CNS depressants 
Physical and Psychological Dependence: Withdrawal symptoms like those 
noted with barbiturates and alcoho! have occurred following abrupt discontinu- 
ance of benzodiazepines (including convulsions, tremor, abdominal and muscle 
cramps, vomiting and sweating). Addiction-prone individuals, e.g. drug addicts 
and alcoholics, should be under careful surveillance when on benzodiazepines 
because of their predisposition to habituation and dependence. Withdrawal 
symptoms have also been reported following abrupt discontinuance of benzo- 
diazepines taken continuously at therapeutic levels for several months 


Precautions: In depression accompanying anxiety, consider possibility for 
suicide 

For elderly or debilitated patients, initial daily dosage should not exceed 2mg to 
avoid oversedation. Terminate dosage gradually since abrupt withdrawal of any 
antianxiety agent may result in symptoms like those being treated: anxiety, agita- 
tion, irritability, tension, insomnia and occasional convulsions. Observe usual 
precautions with impaired renal or hepatic function. Where gastrointestinal or car- 
diovascular disorders coexist with anxiety, note that lorazepam has not been 
shown of significant benefit in treating gastrointestinal or cardiovascular compo- 
nent. Esophageal dilation occurred in rats treated with lorazepam for more than 
1 year at 6mg/kg/day. No effect dose was 1.25mg/kg/day (about 6 times maxi- 
mum human therapeutic dose of 10mg/day). Effect was reversible only when treat- 
ment was withdrawn within 2 months of first observation. Clinical significance is 
unknown; but use of lorazepam for prolonged periods and in geriatrics requires 
caution and frequent monitoring for symptoms of upper G.|. disease. Safety and 
effectiveness in children under 12 years have not been established 


ESSENTIAL LABORATORY TESTS: Some patients have developed leukopenia; 
some have had elevations of LDH. As with other benzodiazepines, periodic blood 
counts and liver function tests are recommended during long-term therapy, 


CLINICALLY SIGNIFICANT DRUG INTERACTIONS: Benzodiazepines produce 
CNS depressant effects when administered with such medications as barbiturates 
or alcohol 


CARCINOGENESIS AND MUTAGENESIS: No evidence of carcinogenic potential 
emerged in rats during an 18-month study. No studies regarding mutagenesis 
have been performed 


PREGNANCY: Reproductive studies were performed in mice, rats, and 2 strains of 
rabbits. Occasional anomalies (reduction of tarsals, tibia, metatarsals, malrotated 
limbs, gastroschisis, malformed skull and microphthalmia) were seen in drug- 
treated rabbits without relationship to dosage. Although all these anomalies were 
not present in the concurrent control group, they have been reported to occur 
randomly in historical controls. At 40mg/kg and higher, there was evidence of fetal 
resorption and increased fetal loss in rabbits which was not seen at lower doses 
Clinical significance of these findings is not known. However, increased risk of 
congenital malformations associated with use of minor tranquilizers (chlordiaze- 
poxide, diazepam and meprobamate) during first trimester of pregnancy has 
been suggested in several studies. Because use of these drugs is rarely a matter 
of urgency, use of lorazepam during this period should almost always be avoided 
Possibility that a woman of child-bearing potential may be pregnant at institution of 
therapy should be considered. Advise patients if they become pregnant to com- 
municate with their physician about desirability of discontinuing the drug. In 
humans, blood levels from umbilical cord blood indicate placental transfer of 
lorazepam and its glucuronide 


NURSING MOTHERS: It is not known if oral lorazepam is excreted in human milk 
like other benzodiazepines. As a general rule, nursing should not be undertaken 
while on a drug since many drugs are excreted in milk 


Adverse Reactions, if they occur, are usually observed at beginning of therapy 
and generally disappear on continued medication or on decreasing dose. Ina 
sample of about 3,500 anxious patients, most frequent adverse reaction is seda- 
tion (15.9%), followed by dizziness (6.9%), weakness (4.2%) and unsteadiness 
(3.4%). Less frequent are disorientation, depression, nausea, change in appetite, 
headache, sleep disturbance, agitation, dermatological symptoms, eye function 
disturbance, various gastrointestinal symptoms and autonomic manifestations 
Incidence of sedation and unsteadiness increased with age, Small decreases in 
blood pressure have been noted but are not clinically significant, probably being 
related to relief of anxiety. 

Transient amnesia or memory impairment has been reported in association with 
the use of benzodiazepines 
Overdosage: In management of overdosage with any drug, bear in mind multiple 
agents may have been taken. Manifestations of overdosage include somnolence 
confusion and coma. Induce vomiting and/or undertake gastric lavage followed by 
general supportive care, monitoring vital signs and close observation. Hypoten- 
sion, though unlikely, usually may be controlled with Levarterenol Bitartrate 
Injection U.S.P. Usefulness of dialysis has not been determined 


DOSAGE: Individualize for maximum beneficial effects. Increase 
dose gradually when needed, giving higher evening dose 
before increasing daytime doses. Anxiety, usually 2-3mg/ 
xm” day given b.i.d. or t.I.d.; dosage may vary from 1 to 10mg/ 
day in divided doses. For elderly or debilitated, initial! 
1-2mg/day; insomnia due to anxiety or transient situational 


stress, 2-4mg h.s. 
S ag HOW SUPPLIED: 0.5, 1.0 and 2.0mg tablets. 
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For the chronic schizophrenic patient, 
Navane can mean more competent 
work performance,'? and a smoother 
path towards social recovery. Navane 
may help improve the ability to 
concentrate, and promote a better 
attitude toward work and co-workers.'* 


Anticholinergic* and cardiovascular*® 
side effects in patients treated with 
Navane are reported infrequently. 
Should extrapyramidal symptoms 
occur, they usually can be controlled. 


In schizophrenia, 
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Navane {thiothixene){thicthixene HCI) 


Please see brief summary of NAVANE® (thiothixene/thiothixene HCI) prescribing information on adjacent page. 
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MONTHS OF STUDY 


(Adapted from DiMascio and Demirgian2.) 


Forty-two psychotic male and female patients under age 55 were 
entered in this study on a nonblind basis, and randomly assigned to 
their regular medication or switched to thiothixene. Patients were 
evaluated at baseline and on a daily basis, and periodically rated on 
the Global Improvement and Brief Psychiatric Rating Scales. 





Navane 


(thiothixene) (thiothixene HCI 


It feels good to feel 
useful again 


References: 1. Bressler B, Friedel RO: A comparison between chlorpromazine and thiothixene in a Veterans 
Administration hospital population. Psychosomatics 1971;12:275-277. 2. DiMascio A, Demirglan E: Stud, 
of the activating properties of thiothixene. Psychosomatics 1972;13:105-108. 3. DiMascio A, Demirgian E: 
Job training in the rehabilitation of the chronic schizophrenic. Presented as a Scientific Exhibit at The Amer- 
ican Psychiatric Association. Washington, DC, May 3-6, 1971. 4. Goldstein B, Weiner D, Banas F: Clinical 
evaluation of thiothixene in chronic ambulatory schizophrenic patients, in Lehmann HE, Ban TA (eds): The 
Thioxanthenes: Modern Problems of Pharmacopsychiatry. Basel, Switzerland, S. Karger, 1969, vol 2, pp 
45-52. 5. Dillenkofter RL, Gallant OM, George RB, et al: Electrocardiographic evaluation of schizophrenic 
patients: A double-blind comparison. Presented as a Scientific Exhibit at The 125th Annual Meeting of the 
American Psychiatric Association, Dallas, May 1-4, 1972, 6. Data available on request from Roerig. 


BRIEF SUMMARY OF PRESCRIBING INFORMATION 

Navane® (thiothixene) Capsules: 1 mg, 2 mg, 5 mg, 10 mg, 20 mg 

ohne nse hydrochloride) Concentrate: 5 mg/mi, intramuscular: 2 mg/ml, § mg/mi 

indications: Navane is effective in the management of manifestations of psychotic disorders. Navane has 
not been evaluated in the management of behavioral complications in patients with mental retardation. 
Contraindications: Contraindicated in patients with circulatory collapse, comatose states, central nervous 
system depression due to any cause, and blood dyscrasias. Contraindicated in individuals who have shown 
hypersensitivity to the drug. It is not known whether there is a cross-sensitivity between the thioxanthenes 
and the phenothiazine derivatives, but the possibility should be considered. 

Warnings: Tardive Dyskinesia~~ Tardive dyskinesia, a syndrome consisting of potentially irreversible, in- 
voluntary, dyskinetic movements may develop in patients treated with neuroleptic (antipsychotic) drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly women, 
itis impossible to rely upon prevalence estimates to predict, at the inception of neuroleptic treatment, which 
patients are likely to develop the syndrome. Whether neuroleptic drug products differ in their potential to 
cause tardive dyskinesia is unknown. 

Both the risk of developing the syndrome and the likelihood that it will become irreversible are believed 
to increase as the duration of treatment and the total cumulative dose of neuroleptic drugs administered to 
the patient increase. However, the syndrome can develop, although much less commonly, after relatively 
brief treatment periods at low doses. 

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may 
remit, partially or completely, if neuroleptic treatment is withdrawn. Neuroleptic treatment, itself, however, 
may suppress (or partially suppress) the signs and symptoms of the syndrome and thereby may possibly 
mask the underlying disease process. The effect that symptomatic suppression has upon the long-term 
course of the syndrome is unknown. 

Given these considerations, neuroleptics should be prescribed in a manner that is most likely to minimize 
the occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generally be reserved for pa- 
tients who suffer from a chronic illness that, 1) is known to respond to neuroleptic drugs, and, 2) for whom 
alternative, equally effective, but potentially less harmful treatments are not available or appropriate. In pa- 
tients who do require chronic treatment, the smallest dose and the shortest duration of treatment producing 
a cerita clinical response should be sought. The need for continued treatment should be reassessed 
periodically. 

it signs and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug discontinuation 
noul be considered. However, some patients may require treatment despite the presence of the 
syndrome. 

{For further information about the description of tardive dyskinesia and its clinical detection, please refer 
to Information for Patients in the Precautions section, and to the Adverse Reactions section.) 

Neuroleptic Malignant Syndrome (NMS)—A potentially fatal symptom complex sometimes referred to 
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs. Clin- 
ical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of auto- 
nomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythimas). 

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is 
important to identity cases where the clinical presentation includes both serious medical illness (€.9., pneu- 
monia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms 
(EPS). Other important considerations in the differential diagnosis include central anticholinergic toxicity, 
heat stroke, drug fever and primary central nervous system IENS) pathology. — 

The management of NMS should include 1) immediate discontinuation of antipsychotic drugs and other 
drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and medical montoring, and 
3) treatment of any concomitant serious medical problems for which specific treatments are available. There 
is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS. 

H a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction 
of drug therapy should be carefully considered. The patient should be carefully monitored, since recur- 
rences of NMS have been reported. 

Usage in Pregnancy—Safe use of Navane during pregnancy has not been established. Therefore, this 
drug should be given to pregnant patients only when, in the judgment of the physician, the expected benefits 
from the treatment exceed the possible risks to mother and fetus. Animal reproduction studies and clinical 
experience to date have not demonstrated any teratogenic effects. } 7 

In the animal reproduction studies with Navane, there was some decrease in conception rate and litter 
size, and an increase in resorpion rate in rats and rabbits, changes which have been similarly reported with 
other psychotropic agents. After repeated oral administration of Navane to rats (5 to 15 mg/kg/day), rabbits 
(3 to 50 mg/kg/day), and monkeys (1 to 3 mg/kg/day) before and during gestation, no teratogenic effects 
were seen. (See Precautions.) j 

Usage in Children—The use of Navane in children under 12 years of age is not recommended because 
safety and efficacy in the pediatric age group have not been established. i 

As is true with many CNS drugs, Navane may impair the mental and/or physical abilities required for the 
performance of potentially hazardous tasks such as driving a car or operating machinery, especially during 
the first few days of therapy. Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting drugs, patients Marit) Navane should be cautioned about the pos- 
sible additive effects (which may include hypotension) with CNS depressants and with alcohol. 
Precautions: An antiemetic effect was observed in animal studies with Navane; since this effect may also 
occur in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

In consideration of the known capability of Navane and certain other psychotropic drugs to precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive disorders or those in 
a state of alcohol withdrawal since it may lower the convulsive threshold. Although Navane potentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane 
is administered concurrently. ais 

Caution as well as careful adjustment of the dosage is indicated when Navane is used in conjunction with 
other CNS pe ee other than anticonvulsant drugs. i eae 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution in patients 
who are known or suspected to have glaucoma, or who might be exposed to extreme heat, or who are 
receiving atropine or related drugs. 

Use with caution in patients with cardiovascular disease. , ae 

Also, careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine 
lenticular pigmentation has been noted in a small number of patients treated with Navane for prolonged 
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2mg 









intramuscular 
2 mg/ml 5 mg/ml 





Concentrate 
§ mg/rat 


periods). Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage 
(jaundice, biliary stasis) have been reported with related drugs. . 

Undue exposure to sunlight should be avoided, Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

Intramuscular Administration As with all intramuscular preparations, Navane Intramuscular should be 
injected well within the body of a relatively large muscle. The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-lateral thigh. 

The deltoid area should be used ondy if well developed, such as in certain adults and older children. and 
then only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the 
lower and mid-thirds of the upper arm. As with ail intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessel. 

Neuroleptic drugs elevate prolactin levels; the elevation persist during chronic administration. Tissue 
culture expenments indicate that approximately one third of human breast cancers are prolactin-dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyneco- 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of neuroleptic drugs. Neither clinical studies nor epidemiologic studies conducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

Information for Patients-—-Given the likelihood that some patients exposed chronically to neuroleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use is contemplated be given, if 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient to understand the 
information provided. 
Adverse Reactions: Note: Not all of the following adverse reactions have been reported with Navane 
{thiothixene). However, since Navane has certain chemical and pharmacologic similarities to the phenothi- 
azines, all of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. in the event hymen, 
sion occurs, epinephrine shouid not be used as a pressor agent since a paradoxical further towering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 
ute These changes are usually reversible and frequently disappear on continued Navane therapy. 

he incidence of these changes is lower than that observed with some phenothiazines. The clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually subsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines, 
but less than that of certain aliphatic phenothiazines. Restlessness, agitation and insomnia have been noted 
oS eel Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

A tyoerrellexia has been reported in infants delivered from mothers having received structurally related 
rugs. 

oe aadition; phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported. 
Management of these extrapyramidal symptoms depends upon the type and severity, Rapid relief of acute 
symptoms may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be managed A reducing the dosage of Navane and/or administering an orat antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive cannes May appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue, face, mouth or jaw (e.g., protrusion of 
tongue, puffing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. 

Since early detection of tardive dyskinesia is important, patients should be monitored on an ongoing ba- 
sis. It has been reported that fine vermicular movement of the tongue may be an early sign of the syndrome., 
if this or any other presentation of the syndrome is observed, the clinician should consider possible discor- 
tinuation of neuroleptic medication. (See Warnings section.) 

Hepatic Effects; Elevations of serum transaminase and alkaline phosphatase, usually transient, har 3 
been infrequently observed in some patients. No clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologie Effects: As is true with certain other peyenotrapig drugs, leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane, Other antipsychotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Allergic Reactions: Rash, pruritus, urticaria, photosensitivity and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sunlight should be avoided. Although not experienced with 
Navare, exfoliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a small 
percentage of females receiving Navane. If persistent, this may necessitate a reduction in dosage or the 
discontinuation of erat Phenothiazines have been associated with false positive pregnancy tests, gy- 
necomastia, hy oglycemia, hypergi cemia, and glycosuria, Wee : 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, in- 
creased salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. i . 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
vagn weakness or faugue, polydipsia and peripheral edema, , f = 

hough not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic lupus erythematosus-like syndrome. i 

Neuroleptic Malignant Syndrome (NMS): Please refer to the text regarding NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. In others, the cause could not be determined nor could it be established that death was 
due to phenothiazine administration. i a , 
Dosage: Dosage of Navane should be individually adjusted depending on the chronicity and severity of the 
condition. See full prescribing information. , 
bred eet For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information. 
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ADAPTING THE TREATMENT TO THE PATIENT 


THE ELCoT MF-1000 


A micro-processor controlled MULTI-FUNCTION ECT unit, 
proudly serving Psychiatrists on 4 Continents 


With memory for patient and treatment data of over 600 cases, CHOICE of WAVEFORMS (bipolar and unipolar brief-pulses as well as 
sinewaves) and DOSAGE MODES (constant current, constant voltage, constant energy and pre-set energy level), and with automatic 
continuous monitoring of real patient impedance both prior to and throughout the entire treatment combined with computer-controlled constant 
adjustment of parameters to ensure the administration of stimulus values exactly as programmed by the physician and; 


+ Pre-programmed standard parameters in addition to complete 
programmability by the physician. 

* 2-channel EEG/ECG monitoring system with strip-chart recorder 
also printing out all patient and treatment data, 


* Computerized safeguards, in addition to impedance test, 
with parameters failing to meet recommended guidelines. 


* Personalized “TREAT CODE" to prevent unauthorized tampering with parameters. 
* Software controlled parameters, allowing changes and updating when needed. 
+ New, super-luminous “prompting” LCD, displaying all patient 

and treatment data. 


* The ELCot MF-1000 meets or exceeds APA, UL-544, CSA, RCP. 
and IEC requirements. 


CALL COLLECT or WRITE TO: 
E.CoT Sales, Inc. 14 East 60th Street 
New York, N.Y. 10022 


Telephone: (212) 688-0900 FAX: (212) 755-3124 Sere Oh 
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INTELLIGENT ECT FROM MECTA CORP. 


UL LISTED CSA CERTIFIED 
MODULAR AND COMPUTERIZED 


., SR/JR FEATURES INCLUDE: 


Continuous reading of energy in Joules 


+ Tittable Liquid Crystal Display 
e Bi-polar brief pulse stimulus 


+ Adjustable constant current stimulus 


© Audible warning prior to treatment 
+ Remote control capabilities 
© 100% expected seizure induction 


+ Totally isolated for maximum safety 
FLEXIBILITY + Single or multipie energy control(s) 

© Ail parameters displayed in text form 

+ increased energy for difficult cases 


+ Built-in self test for patient satety 


Steady warning tone during treatment 
© Protected STIMULUS CONTROL push button 


© Timing accuracy better than . 1% 
© 1 year parts and labor warranty 
© Operates on 120 or 240 VAC 

e Complete with all accessories 


PRINTED SELF TEST SR-2 
AND TREATMENT RESULTS 





ADDITIONAL FEATURES INCLUDED 
WITH ALL SR MODELS ARE: 


+ EEG instrumentation amplifier 

© Built-in 2 channel digital chart recorder 

+ Numeric timing marks during monitoring 

+ Printed record of energy ievel d 

© Printed date and time of treatment LEVEL CONTROLS 
+ ECG instrumentation amplifier 

e Selectable single or dual channet 


+ Printed record of treatment and self test SIMPLICITY 


+ Printed record of stimulus parameters 
+ Modular design for maximum flexibility 


MECTA Corporation 7015 SW McEwan Road Lake Oswego. OR 97034 (503) 245-6975 
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Psychiatrists 


Making a career move? Why not let your 


cussion of how we can assist you call or write 


Graeme Fergusson, Placement Coordinator 
APA / Psychiatric Placement Service 


(202) 682-6108/682-6370 


& Psychiatrists Nationwide. 
Tide? ae 
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Association work for you. For a confidential dis- 


1400 K Street N.W., Washington, D.C. 20005 


Dedicated to Serving Mental Health Facilities 




































MOVING? 


PLEASE NOTIFY US 
6 WEEKS IN ADVANCE 


MEMBERS: This notification will change 
your address (and/or name) for the 
AMERICAN JOURNAL OF PSYCHIATRY, 
PSYCHIATRIC NEWS, and all member- 
wide APA mailings. 


SUBSCRIBERS: Please notify each 
publication separately. 


FORMER ADDRESS: 


PASTE LABEL HERE 


NEW ADDRESS and/or NAME: 


NAME 
DEPARTMENT 
ORGANIZATION 
STREET 
CITY 
PHONE # 


APA MEMBERS MAIL TO: 


Office of Membership Services 

AMERICAN PSYCHIATRIC ASSOCIATION 
1400 K Street, N.W. 
Washington, D.C. 20005 


SUBSCRIBERS MAIL TO: 


APA Circulation Department. 

AMERICAN PSYCHIATRIC ASSOCIATION 
1400 K Street, N.W. 
Washington, D.C. 20005 
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See adjacent page for brief summary SKEF 
of prescribing information. Smith Kline &French Laboratories © SmithKline Beckman Corporation, 1989 
A SMITHKLINE BECKMAN COMPANY: 


THORAZINE’ 


brand of ° 


chlorpromazin 


See complete prescribing information in SK&F literature or PDR. The following is a brief 
summary. 


Contraindications: Comatose states or presence of large amounts of C.N.S. depressants. 


Warnings: The possibility of extrapyramidal reactions from chlorpromazine may confuse 
the diagnosis of Reye’s syndrome or other encephalopathy. Therefore, avoid use in 
children or adolescents with suspected Reye’s syndrome. 


May cause persistent tardive dyskinesia, which appears to be irreversible in some patients. 
Reserve chronic neuroleptic treatment for patients with chronic illness 1) that is known to respond 
to neuroleptics and 2) for whom there are no safer but equally effective treatment options. Use the 
smallest effective dose over the shortest treatment duration. If signs and symptoms of tardive 
dyskinesia develop, consider discontinuing the neuroleptic. A potentially fatal symptom complex 
sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in asso- 
ciation with antipsychotic drugs. To manage NMS 1) discontinue immediately antipsychotic 

drugs and any other drugs not essential to concurrent therapy; 2) treat symptoms intensively and 
monitor; 3) where possible, treat serious concomitant medical problems. If antipsychotic treatment 
is needed after recovery from NMS, consider reintroducing drug therapy and monitor the patient 
carefully as recurrences of NMS have been reported. ‘Thorazine’ ampuls and vials contain 
sodium bisulfite and sodium sulfite; the sulfite may cause allergic reactions, including anaphylactic 
symptoms. In patients with bone marrow depression or previously demonstrated hypersensitivity 
(e.g., blood dyscrasias, jaundice) with phenothiazines, do not administer ‘Thorazine’ unless the 
potential treatment benefits outweigh the possible hazards. Caution patients about activities 
requiring alertness (e.g., operating vehicles or machinery) especially during the first few days 
therapy. Avoid concomitant use with alcohol. May counteract antihypertensive effect of guan- 
ethidine and related compounds. Use in pregnancy only when essential. There are reported 
instances of prolonged jaundice, extrapyramidal signs, hyperreflexia or hyporeflexia in newborns 
whose mothers had received chlorpromazine. Chlorpromazine is excreted in the breast milk of 
nursing mothers. 


Precautions: Advise patients and/or guardians of the risk of tardive dyskinesia from chronic ther- 
apy. Use cautiously in persons with cardiovascular, liver, renal or chronic respiratory disease, or 
with acute respiratory infections. Patients with a history of hepatic encephalopathy due to cirrhosis 
have increased sensitivity to the C.N.S. effects of chlorpromazine. Due to cough reflex suppres- 
sion, aspiration of vomitus is possible. May prolong or intensify the action of C.N.S. depressants, 
organophosphorus insecticides, heat, atropine and related drugs. (Reduce dosage of concomi- 
tant C.N.S. depressants.) Anticonvulsant action of barbiturates is not intensified. 


Neuroleptic drugs cause elevated prolactin levels that persist during chronic administration. Since 
approximately one third of human breast cancers are prolactin-dependent in vitro, this elevation 
is of potential importance if neuroleptic drug administration is contemplated in a patient with a 
previously detected breast cancer. Neither clinical nor epidemiologic studies to date, however, 
have shown an association between the chronic administration of neuroleptic drugs and mam- 
mary tumorigenesis. Chromosomal aberrations in spermatocytes and abnormal sperm have been 
demonstrated in rodents treated with certain neuroleptics. Use cautiously in glaucoma patients. 
May diminish the effect of oral anticoagulants, produce a-adrenergic blockade, and lower the 
convulsive threshold; dosage adjustment of anticonvulsants may be required. May interfere with 
Dilantin®* metabolism, causing ‘Dilantin’ toxicity. May cause false positive phenylketonuria test 
results. Do not use with Amipaque®t. Discontinue ‘Thorazine’ at least 48 hours before myelogra- 
phy, do not resume for at least 24 hours postprocedure, and do not use to control N/V prior to 
myelography or postprocedure with ‘Amipaque’. Evaluate patients with a history of long-term 
therapy with ‘Thorazine’ and/or other neuroleptics periodically to decide whether the dosage 
could be reduced or therapy discontinued. Antiemetic effect may mask signs of overdosage of 
other drugs or obscure diagnosis and treatment of conditions such as intestinal obstruction, brain 
tumor and Reye's syndrome (see Warnings). When used concomitantly, may obscure vomiting as 
a sign of toxicity of a cancer chemotherapeutic agent. Discontinue high-dose, long-term therapy 
gradually. Patients with a history of long-term therapy with ‘Thorazine’ and/or other neuroleptics 
should be evaluated periodically for possible adjustment or discontinuance of drug therapy. 


Adverse Reactions: Drowsiness; cholestatic jaundice; agranulocytosis, eosinophilia, leukope- 
nia, hemolytic anemia, aplastic anemia, thrombocytopenic purpura and pancytopenia; postural 
hypotension, tachycardia, fainting, dizziness and occasionally a shock-like condition; reversal 
of epinephrine effects; EKG changes have been reported; neuromuscular (extrapyramidal) 
reactions: dystonias, motor restlessness, pseudo-parkinsonism, persistent tardive dyskinesia, 
psychotic symptoms, catatonic-like states, cerebral edema; convulsive seizures; abnormality of 
the cerebrospinal fluid proteins; urticarial reactions and photosensitivity, exfoliative dermatitis, 
contact dermatitis; asthma, laryngeal edema, angioneurotic edema, and anaphylactoid reactions; 
lactation and breast engorgement (in females on large doses), false positive pregnancy tests, 
amenorrhea, gynecomastia; hyperglycemia, hypoglycemia, glycosuria; dry mouth, nasal 
congestion, constipation, adynamic ileus, urinary retention, priapism, miosis, mydriasis; after 
prolonged substantial doses, skin pigmentation, epithelial keratopathy, lenticular and corneal 
deposits and pigmentary retinopathy, visual impairment; mild fever (after large I.M. doses); 
hyperpyrexia; increased appetite and weight; a systemic lupus erythematosus-like syndrome; 
peripheral edema. 


NOTE: Sudden death in patients taking phenothiazines (apparently due to cardiac arrest or 
asphyxia due to failure of cough reflex) has been reported but no causal relationship has been 
established. 


How Supplied: Tablets: 10 mg, 25 mg or 50 mg, in bottles of 100 and 1000; in Single Unit 
Packages of 100 (intended for institutional use only). For use in severe neuropsychiatric condi- 
tions, 100 mg and 200 mg, in bottles of 100 and 1000; in Single Unit Packages of 100 (intended 
for institutional use only). 


Spansule® brand of sustained release capsules: 30 mg, 75 mg, 150 mg or 200 mg, in bottles 
of 50 and 500; in Single Unit Packages of 100 (intended for institutional use only). For use in 
severe neuropsychiatric conditions, 300 mg, in bottles of 50; in Single Unit Packages of 100 
(intended for institutional use only). 


Ampuls: 1 mL and 2 mL (25 mg/mL), in boxes of 10, 100 and 500. 
Multiple-dose Vials: 10 mL (25 mg/mL), in boxes of 1, 20 and 100. 
Syrup: 10 mg/5 mL in 4 fi oz bottles. 

Suppositories: 25 mg or 100 mg, in boxes of 12. 


Concentrate: Intended for institutional use. 30 mg/mL, in 4 fl oz bottles and in cartons of 
36 bottles. 100 mg/mL, in 8 fl oz bottles, in cartons of 12. 
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Improvement that dopre patients 
can wake up and notice... - 





“W Better da yS 
L N start with, 
better nights 


E Up to 97% of depressed patients experience 
some kind of sleep disturbance, and often 
it may be the presenting sign: 


E Sleep disturbances respond particularly well 
to once-a-day Sinequan® (doxepin HCl)... 
as it works to relieve underlying depression 
and anxiety? 


The possibility of drug interaction should be considered if the patient 
is receiving other drugs concomitantly. 


Antidepressant 
effectiveness with the SINE g AN 
nighttime advantage 


(doxepin HC) emes. 





ue s omge apsule strength is inte Set r maintenance therapy only and is not 
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` controlled study. Am J Psychiatry 1972;12! 


Ralsrences: 1, Goldberg HL: Sleep disturbance as a manifestation of depression, in Somatic Depression: Insights for 

Primary Care Physicians. Proceedings of a symposium held in Miami, Dec 4, 1978. New York, Postgraduate Medicine 

Communications, pp 13-18, 2, Karacan |, Blackburn AB, Thornby JI, et al: The effect of doxepin HC! (Sinequan) on sleep 

patterns and clinical symptomatology of neurotic depressed patients with sleep disturbance, in Sinequan® (doxepin 
CH): A Monopraph of Recent Clinical Studies, Princetcn, NJ, Excerpta Medica, 1977, pp 4-22. 3. Goldberg HL, Finnerty 

RJ: The use of doxepin in the treatment of sire G anxiety neurosis and accompanying depression: A collaborative 
uly):74-77. i 





SINEQUAN (doxepin HCl) 


“careful 


BRIEF SUMMARY 

SINEQUANS {doxepin HCI) Capsules/Oral Concentrate 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hypersensitivity to the drug. Possibility 
of cross sensitivity with other dibenzoxepines should be kept in mind. 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. These disorders should be 
muled out, particularly in older patients. 

Wamings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent illness or patients taking other 
medications shat 7 caretully adjusted. This is especially important in patients receiving other medications with 
anticholinergic effects, 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric patients should be adjusted 
ly based on the patient's condition. 

Usage in Pregnancy: Reproduction studies have veen performed in rats, rabbits, monkeys and dogs and there was no 
evidence of harm to the animal fetus. The relevance to humans is not known. Since there is no experience in pregnant 
women who have received this drug, safety in pregnancy has not been established. There has been a report of apnea and 
drowsiness occurring in a nursing infant whose mother was taking SINEQUAN. y 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not recommended because safe 
conditions for its use have not been established. 

Oru Interactions. 

‘AO Inhibitors: Serious side effects and even death have been reported following the concomitant use of certain 
drugs with MAO inhibitors. Therefore, MAQ inhib'tors should be discontinued at least two weeks prior to the cautious 
initiation of therapy with SINEQUAN. The exact langth of time may vary and is dependent upon the particular MAO 
inhibitor being used, the length of time it has been administered, and the dosage involved, 

Cimetidine; Cimetidine has been reported to produce sical significant fluctuations in steady-state serum concen- 
trations of various tricyclic antidepressants. Serious anticholinergic symptoms fie. Severe dry mouth, urinary 
retention and blurred vision) have been associated with elevations in the serum levels of tricyclic antidepressant when 
cimetidine therapy is initiated. Additionally, higrer than expected tricyclic antidepressant levels have been observed 


when they are begun in patients already taking cimetidine. In patients who have been reported to be well controlled on ` 


tricyclic antidepressants receiving concurrent cimetidine therapy, discontinuation of cimetidine has been reported to 


decrease established steady-state serum tricyclic antidepressant levels and compromise their therapeutic effects. 
"Alcohol: it should be borne in mind that alcohol ingestion may increase the danger inherent in any intentional or 
unintentional SINEQUAN overdosage. This is especially important in patients who may use alcohol excessively. 

Tolazamide: A case of severe hypoglycemia has been reported in a type II diabetic patient maintained on tolazamide 
p amiday) 11 days after the addition of doxepin (75 mg/day). 4 

cautions, Since drowsiness may occur with the use of this drug, patients should be warned of the possibility and 
cautioned against driving a car or operating cangerous machinery while taking the drug. Patients should aiso be 
cautioned that their response to alcohol may be potentiated. g | 

Since suicide is an inherent risk in any depressed patient and ‘may remain so until significant improvement has 


` occurred, patients should be closely supervised during the early course of therapy. Prescriptions should be written for the 


smallest feasible amount. í i f 

Should increased symptoms of psychosis or shift to manic symptomatology occur, it may be necessary to reduce 
dosage or add a major tranquilizer to the dosage regimen. 

Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been specifically reported with 
SINEQUAN use, However, due to the close pharmacological similarities among the tricyclics, the reactions should be 
considered when prescribing SINEQUAN (dox2pin HCI). . 

Anticholinergic Effects: oy mouth, blurred vision, constipation, and urinary retention have been reported. if they do 
not subside witli continued therapy, or become severe, it may be necessary to reduce the dosage. 

Centrat Nervous System Etfects: Drowsiness is the most commonly noticed side effect. This tends to disappear as 
therapy is continued. Other infrequently reported CNS side effects are confusion, disorientation, hallucinations, 
numbness, paresthesias, ataxia, extrapyramidal symptoms, seizures, tardive dyskinesia, and tremor, 

Cardiovascular: Cardiovascular effects inc'uding hypotension, hypertension, and tachycardia have been reported 
Occasionally. : 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred. 

Hematologie: Eosinophilia has been reported in a few patients. There have been occasional reports of bone marrow 


i depression manifesting as agranulocytosis, leukopenia, thrombocytopenia, and purpura. 


. Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, and aphthous stomatitis have 
been reported. (See anticholinergic effects.) i 

Endocrine; Raised or lowered libido, testicular swelling, gynecomastia in males, enlargement of breasts and 
galactorrhea in the female, raising or lowering of blood sugar levels, and syndrome of inapprapriate antidiuretic hormone 
Secretion have been reported with tricyclic administration, atk 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaundice, alopecia, headache, 
pacorbalen of asthma, and hyperpyrexia tin association with chlorpromazine) have been occasionally observed as 
adverse effects, 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms upon abrupt cessation of treatment 
after prolanged SINEQUAN administration should be borne in mind. These are not indicative of addiction and gradual 
withdrawal of medication should not cause these symptoms, | cate f 
Dosage and Administration, For most patients with illness of mild to moderate severity, a starting daily dose of 75 mg is 


~ recommended. Dosage may subsequently te increased or decreased al appropriate intervals and according to individual 


response. The usual optimum dose range is 75 mg/day to 150 mg/day. 

In more severely ill patients higher doses may be required with subsequent gradual increase to 300 mg/day if 
necessary. Additional therapeutic effect is rarely to be obtained by exceeding a dose of 300 mg/day, 

In patients with very mild symptomatology or emotional symptoms accompanying organic disease, lower doses may 
suffice. Some of these patients have been controlled on doses as low as 25-50 mg/day. 

The total daily dosage of SINEQUAN may be given on a divided or once-a-day dosage schedule. If the once-a-day 
schedule is employed the maximum recommended dose is 150 mg/day. This dose may be given at bedtime. The 150 mg 
capsule strength is intended for maintenance therapy only and is not recommended for initiation of treatment. 

Anti-anxiety effect is apparent before tre antidepressant effect. Optimal antidepressant effect may not be evident for 
two to three weeks. 

Overdosage, 
A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth. 

2. Severe: Respiratory depression, hyaotension, coma, convulsions, cardiac arrhythmias and tachycardias. 

Also: urinary retention {bladder atony', decreased gastrointestinal motility (paralytic ileus), hyperthermia (ar hypo- 
thermia), hypertension, dilated pupils, hyperactive rellexes. : 

B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary. 

2. Severe: Medical management of severe SINEQUAN overdosage consists of aggressive supportive therapy. If the 
patient is conscious, gastric lavage, with appropriate precautions to prevent pulmonary aspiration, should be performed 


even though SINEQUAN is rapidly absorbed. The use of activated charcoal has been recommended, as has been © 


continuous gastric lavage with saline far 24 hours or more. An adequate airway should be established in comatose 
patients and assisted ventilation used if necessary. EKG monitoring may be required for several days, since relapse after 
apparent recovery has been reported. Arrhythmias should be treated with the appropriate antiarrhythmic agent. It has 
been reported that many of the cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in adults may be 
reversed by the slow intravenous administration of 1 mg to m of physostigmine salicylate, Because physostigmine is 
rapidly matabolized, the dosage should be repeated as required. Convulsions may respond to standard anticonvulsant 
therapy, however, barbiturates may potentiate any respiratory depression. Dialysis and forced diuresis generally are not 
of value in the management of overdosage due to high tissue and protein binding of SINEQUAN. 


More datailed professional information avallable on request. 
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Updated and Revised 


Index to the 
Official Position Statements 
and l 
Task Force Reports 
of the 
American Psychiatric Association 


Compiled by the APA Library, this 
index includes citations from 1948 through June, 
1989. Citations are indexed both chronologically 
and by keywords. Designed for quick reference 
only, the full text of any items cited in the Index is 
available from the APA Library. 


Copies are available at $5 each. Price 
includes shipping. Prepayment must accompany 
all orders. 
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C ROCHE 9 Roche Products 


You've known it all along! 


Predictable 
Rapid acting 
Smooth tapering effect 
Proven safety 
Unsurpassed efficacy 
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cut out “V” design is a registered trade 


Specify “Dispense as written” 


As with any anxiolytic, patients should be cautioned against ng, 
operating machinery and the simultaneous ingestion of alcohol or other CNS depressant drugs. 


so ceyianS eee ee Produ caine ae fone te Sanon 
product infor ent page 


VALIUM” (diazepam/Roche) W 


Before prescribing, please consult complete product information, a summary of 
which follows: 


INDICATIONS: Management of anxiety disorders, or short-term ralief of symptoms of 
anxiety. Anxiety or tension associated with the stress of everyday life usually does not 
require treatment with an anxiolytic. Symptomatic relief of acute agitation, tremor, delir- 
ium tremens and hallucinosis due to acute alcoho! withdrawal; adjunctively in skeletal 
muscle spasm due to reflex spasm to local pathology; spasticity caused by upper 
motor neuron disorders; athetosis; stiff-man syndrome; convulsive disorders (not as 
sole therapy). 
The effectiveness of Valium in long-term use, that is, more than 4 months, has not been 
assessed by systematic clinical studies. The physician 
should periodically reassess the usefulness of the drug for 
the individual patient. 
CONTRAINDICATED: Known hypersensitivity to the drug. 
Children under 6 months of age. Acute narrow angle glaucoma; 
may be used in patients with open angle glaucoma who are 
receiving appropriate therapy. 
WARNINGS: Not of value in psychotic patients. Caution against 
hazardous occupations requiring complete mental alertness. When 
used adjunctively in convulsive disorders, possibility of increase in fre- 
quency and/or severity of grand mal seizures may require increased dos- 
age of standard anticonvulsant medication; abrupt withdrawal may be 
associated with temporary increase in frequency and/or severity of seizures. 
Advise against simultaneous ingestion of alcohol and other CNS depressants. 
Usage in Pregnancy: Use of minor tranquilizers during first trimester 
should almost always be avoided because of increased risk of congeni- 
tal malformations as suggested in savera! studies, Consider possibility of 
pregnancy when instituting therapy; advise patients to discuss therapy if 
they intend to or do become pregnant. 
Withdrawal symptoms of the barbiturate type have occurred after discontinuation of 
benzodiazepines (see Drug Abuse and Dependence). 
PRECAUTIONS: if combined with other psychotropics or anticonvulsants, consider 
carefully pharmacology of agents employed; drugs such as phenothiazines, nar- 
cotics, barbiturates, MAO inhibitors and other antidepressants may potentiate its 
action, Usual precautions indicated in patients severely depressed, or with latent 
depression, or with suicidal tendencies, Observe usual precautions in impaired renal 
of hepatic function, Limit dosage te smallest effective amount in elderly and debilitated 
to preciude afaxia or oversedation. 
The clearance of Valium and certain other benzodiazepines can be delayed in associa- 
tion with Tagamet (cimetidine) administration. The clinical significance of this is 












The Essential Guide to 


The first book of its kind that helps you help your patients 


“An authoritative, understandable, and 
comprehensive guide to the use of 
psychiatric drugs.” 


-Herbert Pardes, M.D., President, American Psychiatric Association 







VALIUM” (diazepam/Roche) 


unclear Inform patients fo consult physician before increasing dose or abruptly dis- 
continuing diazepam. 
SIDE EFFECTS: Drowsiness, confusion, diplopia, hypotension, changes in libido, nau- 
sea, fatigue, depression, dysarthria, jaundice, skin rash, ataxia, constipation, head- 
ache, incontinence, changes in salivation, slurred speech, tremor, vertigo, urinary 
retention, blurred vision. Paradoxical reactions such as acute hyperexcited states, 
anxiety, hallucinations, increased muscle spasticity, insomnia, rage, sleep distur- 
bances, stimulation have been reported; should these occur, discontinue drug. Iso- 
lated reports of neutropenia, jaundice; periodic blood counts and liver function tests 
advisable during long-term therapy. 
Drug Abuse and Dependence: Withdrawal symptoms similar to those noted with bar- 
biturates and alcohol have occurred following abrupt discontinuation of diazepam; 
more severe seen after excessive doses over extended 
periods; milder after taking continuously at therapeutic 
levels for several months. After extended therapy, avoid 
abrupt discontinuation and taper dosage. Carefully super- 
vise addiction-prone individuals because of predispasition 
to habituation and dependence. 
DOSAGE: individualize for maximum beneficial effect. Adults: 
Anxiety disorders, symptoms of anxiety, 2 to 10 mg b.i.d. to 
q.i.d.; alcoholism, 10 mg t.i.d. or q.id. in first 24 hours, then 
5 mg tid. orq.i.d. as needed, adjunctively in skeletal muscle 
spasm, 2 to 10 mg tid. or q.i.d.; adjunctively in convulsive dis- 
orders, 2 to 10 mg b.i.d. to 9.1.0. Geriatric or debilitated patients: 2 to 
2⁄2 mg, 1 or 2 times daily initially, Increasing as needed and tolerated. 
(See Precautions.) Children: 1 to 21⁄2 mg t.i.d. orq.i.d. initially, increasing 
as needed and tolerated (not for use under 6 months). 
HOW SUPPLIED: For oral administration, round, scored tablets with a cut out 
“V” design—2 mg, white; 5 mg, yellow; 10 mg, blue- bottles of 100 and 500. 
Tel-E-Dose® packages of 100, available in boxes of 4 reverse-numbered cards of 
25, and in boxes containing 10 strips of 10. 


















Imprint on tablets: PA. 0788 
2 mg-- 2 VALIUM® (front) j 
ROCHE (scored side) ` 
5 mg—5 VALIUM® (front) A 
ROCHE (scored side) \ ey J 
10 mg— 10 VALIUM” front) = ES AS 
ROCHE (scored side) wy J) <> Roche Products 
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You can’t be wth your patients 24 hours a day. But you can help them and 
their relatives to better understand the psychiatric medications they're 
taking with this breakthrough book by a nationally renowned, practicing 
psychiatrist at Columbia's College of Physicians and Surgeons, 


This comprehensive reference contains up-to-date information on: 


The most commonly prescribed psychiatric drugs W Drugs and 
pregnant E Drugs for AIDS patients and for the elderly W Drugs in 
aboratory testing ill Drugs banned in the U.S. 


Available wherever books are sold @ St. Martin's Press 
an a ee ee ee ee ee ee ee ee ee ee 
M order direct, with money-back guarantee, call 1-800-221-7945 x 680, in NY call 
212-674-5151 x 680 (have credit card ready) — or send this coupon to: 
St. Martin’s Press, Attn. K. Staubi, 175 Fifth Ave., New York, NY 10010 




















PSYCHIATR 
DRUGS 


With advice on 
* Antidepressants * Tranquilizers ¢ 
¢ Antipsychotics ¢ Withdrawal symptoms °¢ 
¢ Drugs to avoid * Drugs and AIDS e 
+ Drugs and pregnancy ¢ Side effects ¢ 
. Drugs and the elderly ¢ 
¢ And much more ¢ 
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of THE ESSENTIAL GUIDE TO 
PSYCHIATRIC DRUGS (0-31 2- Card Account Number Exp. Date 
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postage/handling (U.S. funds only). Signature (credit card orders only} 
l understand that | may return the 
book(s), in resalable condition, 
within 10 days for a 

full refund. 
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Where is the Library and 
Archives? 


The Library and Archives is on 
the third floor of the APA head- 
quarters building at 1400 K Street 
N.W., Washington, D.C. The hours 
are 9 am to 5 pm Monday through 
i Friday. 


paceupann: 


How can I use the Library and 
Archives? 

You can request information by 
mail, telephone or personal visits. 


i Can I borrow books? 

APA members (and cooperating 
libraries) may borrow books at no 
charge. The normal loan period is 4 
weeks. l 


Can I get reprints of journal 
articles from the Library? 

No. Reprints are available from 
authors. Libraries can only supply 
photocopies. We encourage you to 
make use of local sources for jour- 
nals, but we will photocopy articles 
from our collection at the pre-paid 
cost of $3 to members. 


Is there a number I can call 
for answers? 


Yes. (202) 682-6058 is the 
reference number. We try to answer 
questions right away, but some- 
times we need time to gather infor- 
mation. We can usually respond 
within 24 hours. 


AeA SORSRR Anon beNnaNT 


Does the Library .¥ 
do computer È 
searching? ; 

Yes. (202) 682-6057 is the 
number to.call to request a com- 
puter literature search. Because 
search requests require a signed 
form, it’s a good idea to keep a 
supply on hand. Call and ask us to 
send some for your next project. 
Charges for members are cost plus 


A20 








$15; non-members, cost plus $40. 
Turnaround time is 2 weeks. 
Records retrieved include full 
bibliographic citations and in most 
cases abstracts. 


Can you help me find an article 
in Psychiatric News? 


Yes. Call (202) 682-6080. The 


? APA Library provides the only in- 
? depth indexing service for 
? Psychiatric News. There is com- 


PAEADCRAREORNEUQCUUUORGREMECENGEUANRARUNEORHU ERA URERHRSMMNOR ECON ECC EEREdeeuEE 


? plete coverage since 1978. 





Does the Library have 
audiovisual material? What 


kinds? 

Yes. The Marion E. Kenworthy 
Learning Center’s collection in- 
cludes audiocassettes and video- 
cassettes. The audio collection has 
taped symposia from annual 
meetings since 1976; the video 
collection has clinical presenta- 
tions useful for staff and continu- 
ing medical education. The loan 


i period is 2 weeks. Please call for 


SUCSUCUEDeRSRUCScennQeaKesnuchtenscaneuesecenusecHSELEEAHCESSEFUUEESSGURUCEOSEUSESENECEE: 


: charges. 





What’s in the Archives? vs tn 
The Archives holds the record 
created by the APA, such as 
minutes, reports, correspondence, 
and photographs. There are a few 
collections of papers of individual 
psychiatrists such as Daniel Blain, 
Leo Kanner and John C. Whitehorn. 
Additionally, the Archives is the 
sole repository for the papers of 


? Albert Deutch. There are tapes and 
$ transcripts from an oral history 


project, and a collection of arti- 

i facts and photographs that relate 

i to the history of American psychi- 

i atry. These materials may be used 
i in the Archives or photocopied, but 
? they do not circulate. 






Answers to Questions Our Members Often Ask 
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Does the Library have a rare 
book collection? 


Yes. Our rare book collection 
contains many valuable and first i 
editions of early works that reflect 
the history of psychiatry. Among 
its volumes are first edition copies 
of Benjamin Rush’s Medical In- 
quiries and Observations Upon the 
Diseases of the Mind and Joseph 
Breuer and Sigmund Freud’s Stu- 
dien uber Hysterie. 

The growth of this collection 
depends on gifts. However, the 
Library is not authorized to give 
appraisals for income tax purposes. 


EUTESESEETELSRETEDETESETESTEPETESNSSFESEISEEREOSSESSEALSSPRERSSLERAERE 


NSRRRRSSSPRSEESSESSRREESTOSEESEUSEREZZOSRIEFEETEZESZIES: 


Would you like me to donate my 
books and old journals to the 
Library? 

Yes. We are always pleased to 
receive gifts, but we must reserve 
i -he right to evaluate your gift for 
relevance to the Association and : 
dispose of any books or journals we F 
cannot use. Each donor is appro- F 
priately acknowledged on a 
bookplate attached to the volume. 


DEORSRBESE RED: 
BUAUVARBANNAPANVINEADAPENNUNAANANAÐUNANUNNANANURDODONNVOANRORARADEN 


Would the Library like a copy of i 
my new book? 

Absolutely! In fact the APA 
Library began in 1961 with a collec- 
tion of autographed books by 
member-authors. This is a tradition 
we especially like to keep alive. 


we Cis! 
N Address: 
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NAPA Library = 
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iN Circulation 682-6080 \: 
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(HALOPERIDOL} INVE@ITON 


Less volume per injection 
can enhance patient acceptan 


New 100 mg/mL formulation is twice the concentration — 
of the original 50 mg/mL decanoate formulation — 


E For many patients, fewer injections 
per dose may reduce anxiety and 
enhance patient compliance 


E Multi-dose vial packaging means 
convenience for you and your staff 


Please seo brie! aurnmary of Prescribing infor 
On ext page. 


MONERAG INC: Soren) Hou | 


(HALOPER DOL) INJECT ON Omg. 


, Decanoate 50 


EEO | INECTION 50mgiml 








HALDOL Decanoate 100 


(HALOPERIDOL) INJECTION  100mg/mL 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION = 50mg/mL 


For IM Injection Only 


The following is a brief summary only. Before prescribing, see complete prescribing 
information in HALDOL and HALDOL Cecanoate product labeling. 


Contraindications: Since the pharmacologic and clinical actions of HALDOL Decanoate 50 and 
HALDOL Decanoate 100 are attributed to HALDOL haloperidol as the active medication, Contrain- 
dications, Warnings, and additional information are those of HALDOL, modified to reflect the 
prolonged action. 
HALDOL is contraindicated in severe toxic central nervous system depression or comatose 
ae from any cause and in individua.s who are hypersensitive to this drug or have Parkinson's 
isease. 


Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irrevers- 
ible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly. especially 
elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of 
antipsychotic treatment, which patients are likely to develop the syndrome. Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown. Both the risk of 
developing tardive dyskinesia and the likelihood that it will become irreversible are believed to 
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs 
administered to the patient increase. However, the syndrome can develop. although much less 
commonly, after relatively brief treatment periods at low doses. There is no known treatment for 
established cases of tardive dyskinesia, although the syndrome may remit, partially or completely, 
if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself, however, may suppress (or 
partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the 
underlying process. The effect that symptomatic suppression has upon the long-term course of 
the syndrome is unknown. Given these considerations, antipsychotic drugs should be prescribed 
in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should generally be reserved for patients who suffer fram a chronic illness 
that 1) is known to respond to antipsychotic drugs, and 2) for whom alternative, equally effective, 
but potentially less harmful treatments are not available or appropriate. In patients who do require 
chronic treatment, the smallest dosa and the shortest duration of treatment producing a satisfac- 
tory clinical response should be sought. The need for continued treatment should be reassessed 
periodically. If signs and symptoms of tardive dyskinesia appear in a patient on antipsychotics, 
drug discontinuation should be considered. However, some patients may require treatment despite 
the presence of the syndrome. (For further information about the description of tardive dyskinesia 
and its clinical detection, please refer to ADVERSE REACTIONS) 

Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom complex sometimes 
teferred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with 
antipsychotic drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
mental status (including catatonic signs) and evidence of autonomic instability (irregular pulse or 
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias}. Additional signs may include 
elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. The 
diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is 
important to identify cases where the clinical presentation includes both serious medical illness 
(eg, pneumonia, systemic infection, etc) and untreated or inadequately treated extrapyramidal 
signs and symptoms (EPS). Other important considerations in the differential diagnosis include 
central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system (CNS) 
pathology. The management of NMS should include 1) immediate discontinuation of antipsychotic 
drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treacment of any concomitant serious medica’ problems for which 
specific treatments are available. There is no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS. Ifa patient requires antipsychotic drug treatment after 
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. 
The patient should be carefuly monitored, since recurrences of NMS have been reported. 
Hyperpyrexia and heat stroke, not associated with the above symptom complex, have also been 
reported with HALDOL. 

Usage in Pregnancy: (see PRECAUTIONS—Usage in Pregnancy) Combined Use With Lithium: 
(see PRECAUTIONS—Drug Interactions) 

General: Bronchopneumonia, sometimes fatal, has followed use of antipsychotic drugs, includ- 
ing haloperidol. Prompt remedial therapy shoutd be instituted if dehydration, hemoconcentration or 
reduced pulmonary ventilation occur, especially in the elderly. Decreased serum cholesterol and/or 
cutaneous and ocular changes have been reported with chemically-related drugs, although not 
with haloperidol. See PRECAUTIONS—Information for Patients for information on mental and/or 
physicat abilities and on concomitant use with other substances. 


Precautions: Administer caut'ously to d pearl (1) with severe cardiovascular disorders, due to the 
possibility of transient hypotension an aor precipitation of anginal pain (if a vasopressor is required, 
epinephrine should not be used since HALDOL may block its vasopressor activity and paradoxical 
further lowering of blood pressure may occur; metaraminol, phenylephrine or norepinephrine 
should be used); (2) receiving anticonvulsant medications, with a history of seizures, or with EEG 
abnormalities, because HALOOL may lower the convulsive threshola. If indicated, adequate 
anticonvulsant therapy should be concomitantly maintained; (3) with known allergies or ahistory of 
allergic reactions to drugs; (4 receiving anticoagulants, since an isolated instance of interference 
occurred with the effects of one anticoagulant (phenindione). Concomitant antiparkinson medica- 
tion, if required, may have to be continued after HALDOL is discontinued because of different 
excretion rates; if both are discontinued simultaneously, extrapyramidal symptoms may occur. 
Intraocular pressure may increase when anticholinergic drugs, including antiparkinson drugs, are 
administered concomitantly with HALDOL. When HALDOL is used for mania in bipolar disorders, 
there may be a rapid mood swing to depression. Severe neurotoxicity may occur in patients with 
thyrotoxicosis receiving ant psychotic medication, including HALDOL.. 





The 1, 5, 10 mg HALDOL tablets contain FD&C Yellow No. 5 {tartrazine) which may cause 
allergic-type reactions {including bronchial asthma) in certain susceptible individuals, especially in 
those who have aspirin hypersensitivity. 

information for Patients: Mental and/or physical abilities required for hazardous tasks or driving 
may beimpaired. Alcohol should be avoided due to possible additive effects and hypotension. 

Drug interactions: Patients receiving lithium plus haloperidot should be monitored closely for 
early evidence of neurological toxicity and treatment discontinued promptly if such signs appear. 
As with other antipsychotic agents. it should be noted that HALDOL may be capable of potentiating 
CNS depressants such as anesthetics, opiates, and alcohol. 

Carcinogenesis, Mutagenesis and impairment of Fertility: No mutagenic potential of haloperi- 
dol decanoate was found in the Ames Salmonella microsomal activation assay. 

Carcinogenicity studies using oral haloperidol were conducted in Wistar rats (dosed at up to 5 
mg/kg daily for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg daily for 18 months). In 
the rat study survival was less than cptimal in all dose groups, reducing the number of rats at risk 
for developing tumors, However, altnough a relatively greater number of rats survived to the end of 
the study in high dose male and female groups, these animals did not have a greater incidence of 
tumors than control animals. There“ore, although not optimal, this study does suggest the absence 
of a haloperidol related increase in the incidence of neoplasia in rats at doses up to 20 times the 
usual daily human dose for chronic or resistant patients. In female mice at 5 and 20 times the 
highest initial daily dose tor chronic or resistant patients, there was a statistically significant 
increase in mammary gland neoplasia and total tumor incidence; at 20 times the same daily dose 
there was a Statistically significant increase in pituitary gland neoplasia. In male mice, no 
statistically significant differences in incidences of total tumors or specific tumor types were noted. 

Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic administration. 
Tissue culture experiments indicate that approximately one-third of human breast cancers are 
prolactin dependent in vitro, a factor of potential imporianoe if the prescription of these drugs is 
contemplated in a patient with a previously detected breast cancer. Although disturbances suchas 
galactorrhea, amenorrhea, gynecomastia, and impotence have been reported, the clinical signifi- 
cance of elevated serum prolactin levels is unknown for most patients. An increase in mammary 
neoplasms has been found in rodents after chronic administration of antipsychotic drugs. Neither 
clinical studies nor epidemiologic studies conducted to date, however, have shown an association 
between chronic administration of these drugs and mammary tumorigenesis: the available 
evidence is considered too limited to be conclusive at this time. 

Usage in Pregnancy: Pregnancy Category C. Safe use in pregnancy or in women likely to 
ere pregnant has not been established, use only if benefit clearly justifies potential hazards to 
the fetus. 

Nursing Mothers: Infants should not be nursed during drug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness of intramuscular 
administration in children have not been conducted. 


Adverse Reactions: Adverse reactions following the administration of HALDOL Decanoate 50 or 
HALDOL Decanoate 100 are those of HALDOL haloperidol. Since vast experience has accumu- 
lated with HALDOL, the adverse reactions are reported for that compound as well as for 
haloperidol decanoate. As w'th all injectable medications, local tissue reactions have been 
reported with haloperidol decanoate. 

CNS Effects: Extrapyramidal Reactions—Neuromuscular (extrapyramidal) reactions have been 
reported frequently, often dur ng the first few days of treatment. Generally they involved Parkin- 
son-like symptoms which when first observed were usually mild to moderately severe and usually 
reversible. Other types of neuromuscular reactions (motor restlessness, dystonia, akathisia, 
hyperreflexia, opisthotonos, oculogyric crises) have been reported far less frequently, but were 
often more severe. Severe extrapyramidal reactions have been reported at relatively low doses. 
Generally, extrapyramidal symptoms are dose-related since they occur at relatively high doses and 
disappear or become less severe when the doseis reduced. Antiparkinson drugs may be required. 
Persistent extrapyramidal reactions have been reported and the drug may have to be discontinued 
in such cases. Withdrawal Emergent Neurological Signs~Abrupt discontinuation of short-term 
antipsychotic therapy is generally uneventful. However, some patients on maintenance treatment 
experience transient dyskinetic signs after abrupt withdrawal. In certain cases these are indistin- 
guishable from “Tardive Dyskinesia” except for duration. It is unknown whether gradual withdrawal 
will reduce the occurrence of these signs, but until further evidence is available HALDOL. should be 
gradually withdrawn. Tardive Dyskinesia—As with all antipsychotic agents HALDOL. has been 
associated with persistent dyskinesias. Tardive dyskinesia, a syndrome consisting of potentially 
irreversible, involuntary, dvs<inetic movements, may appear in some patients on long-term therapy 
or may occur after drug therapy has been discontinued, The risk appears to be greater in elderly 
patients on high-dose theraoy, especially females. The symptoms are persistent and in some 
patients irreversible. The syndrome is characterized by rhythmical involuntary movements of 
tongue, face. mouth or jaw (e.g. protrusion of tongue, puffing of cheeks, puckering of mouth, 
chewing movements), Sometimes these may be accompanied by involuntary movements of 
extremities and the trunk. There is no known effective treatment for tardive dyskinesia; antiparkin- 
son agents usually do not alleviate the symptoms of this syndrome. It is suggested that alt 
antipsychotic agents be discontinued if these symptoms appear. Should it be necessary to 
reinstitute treatment, or increase the dosage of the agent, or switch to a different antipsychotic 
agent, this syndrome may be masked. It has been reported that fine vermicular movement of the 
tongue may be an early sign of tardive dyskinesia and if the medication is stopped at that time the 
full syndrome may not develop. Tardive Dystonia—Tardive dystonia. not associated with the above 
syndrome, has also been reported. Tardive dystonia is characterized by delayed onset of choreic or 
dystonic movements. is oten persistent, and has the potential of becoming irreversible, Other CNS 
EHects—insomnia, restlessness, anxiety, euphoria. agitation, drowsiness, depression, lethargy. 
headache. confusion, vertigo, grand mai seizures, and exacerbation of psychotic symptoms 
including hallucinations. and catatonic-like behavioral states which may be responsive to drug 
withdrawal and/or treatment with anticholinergic drugs. 

Body as a Whole: Neuraleptic malignant syndrome (NMS), hyperpyrexia and heat stroke have 
been reported with HALDOL.. (See WARNINGS for further information concerning NMS) Cardio- 
vascular Effects; Tachycardia, hypotension, hypertension and ECG changes. Hematologic 
Effects: Reports of mild, usually transient leukopenia and leukocytosis, minimal decreases in red 
blood cell counts, anemia, or a tendency toward lymphomonocytosis; agranulocytosis rarely 
reported and only in association with other medication. Liver Effects. Impaired liver function and/or 
jaundice. Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of 
photosensitivity, loss of hair Endocrine Disorders; Lactation, breast engorgement, mastaigia, 
menstrual irregularities. gynecomastia, impotence, increased libido. hyperglycemia, hypoglycemia 
and hyponatremia, Gastrointestinal Effects: Anorexia, constipation, diarrhea, hypersalivation. 
dyspepsia, nausea and vomiting. Autonomic Reactions: Dry mouth, blurred vision, urinary 
retention, diaphoresis, and priapism. Respiratory Effects: Laryngospasm, bronchospasm and 
increased depth of respiration. Special Senses: Cataracts, retinopathy and visual disturbances. 
Other: Cases of sudden and unexpected death have been reported in association with the 
administration of HA.DOL. The nature of the evidence makes it impossible to determine 
definitively what rale, if any, HALDOL played in the outcome of the reported cases. The possibility 
that HALDOL caused death cannot, of course, be excluded, but itis to be kept in mind that sudden 
and unexpected death may occur in psychotic patients when they go untreated or when they are 
treated with other antipsychotic drugs. 


IMPORTANT: Full directions for use should be read before HALDOL or HALDOL. Decanoate 
products are administered or prescribed. 
For information on symptoms and treatment of overdosage, see full prescribing 
information. 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 
patients with moderately severe to very severe symptoms. 


McNeil Pharmaceutisal, McNEILAB, INC.. Spring House, PA 19477 
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The Cadwell Spectrum 32. 
More objectivity in 
psychiatric diagnoses. 


As new technologies pro- 
vide more insight into brain 
function, psychiatry is inte- 
grating more objective data 
into diagnosis. The Cadwell 
Spectrum 32 Neurometric 
Analyzer provides the most 
comprehensive evaluation 
of brain electrical activity 
available. And gives you 
the diagnostic edge in 
corroborating a number of 
psychiatric disorders. 


Neurometrics provides 
accurate differentiation. 


The Spectrum 32 samples brain activ- 


ity from multiple scalp locations 
simultaneously. Then through a proc- 
ess called “neurometrics,” it extracts 
objective features and statistically 
evaluates these measurements relative 
to a normative database to detect 
abnormalities. 


Copyright 1989 Cadwell Laboratories. 











The Neurometric Analyzer 
goes beyond merely 
identifying a problem. It 
compares the patient’s 
EEG profile to those of 
a variety of disorders, 
extracted from the 
Neurometric Psychi- 
atric Database of more 
than 5000 evaluations. 
Then it calculates the 
probability that the 
patient’s profile cor- 
responds to profiles 
characteristic of: 
Learning Disabilities, 
Alcoholism, Dementia 
(Vascular vs. Non Vascular), 
Multiple Infarct Dementia, and 


Major Depression (Unipolar vs. Bipolar). 


An objective adjunct to 

clinical diagnosis. 

The Spectrum 32 provides invaluable, 
accurate insights into brain dysfunc- 
tions. Although it does not replace 
clinical diagnosis, it does give you 
objective data presented in numerical 





tables, waveforms and topographic 
maps to support your clinical con- 
clusions. And to help you evaluate 
response to treatment more precisely. 
With the Spectrum 32 you not only 
can evaluate your own patients with 
new objectivity, you can also provide 
a referring lab service for your col- 
leagues. Quantitative EEG measure- 
ments can be taken quickly by an 
EEG technologist, so you can add this 
service without taking too much time 
away from your current patients. 


More than “how-to” training. 

In addition to courses on neurometrics 
and brainmapping, Cadwell offers 
marketing expertise and reimburse- 
ment information. Everything 

you need to help you make the 
system economically — as well as 
clinically — viable. 


Find out how the Spectrum 32 
can give you the diagnostic 
edge. And how it can brighten 
your practice's financial 
picture. Call 1-800-678-6655 
or 509-735-6481. 


Your Clinical Link To Advanced Technology. 
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Calendar 


For free listing of your organization's official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


JULY 


July 2-7, 6th Prague International Conference on Psycho- 
logical Development and Personality Formative Processes, 
Prague. Contact The 6th Prague International Conference, 
Institute of Psychology, Husova 4, 110 00 Prague 1, Czech- 
oslovakia. 


July 4-8, 2nd International Conference on The Future of 
Adult Life, Leeuwenhorst Congress Centre, The Nether- 
lands. Contact Mike Featherstone, Centre for the Study of 
Adult Life, Department of Administrative and Social Studies, 
Teesside Polytechnic, Middlesbrough, Cleveland TS1 3BA, 
United Kingdom; (0642) 218121, ext. 4313. 


July 5-7, 1st International Conference on Psychology and 
Performing Arts, London. Contact Dr. Glenn Wilson, Insti- 
tute of Psychiatry, London SES 8AF, United Kingdom; (01) 
703-5411, ext. 3254. 


July 11-14, 14th Annual Update in Neuroscience, Virginia 
Beach, Virginia. Contact Diana Martin-Williams; 804-230- 
1311. 


July 16-20, 10th International Congress, International As- 
sociation for Cross-Cultural Psychology, Nara, Japan. Con- 
tact Saburo Iwawaki, Graduate School of Education, Hyogo 
Kyoiku Diagaku, Yashirocho Katogun Hyogo, 673 Japan. 


July 16-20, 12th International Congress of Child Psychiatry, 
International Association for Child and Adolescent Psychia- 
try and Allied Professions, Kyoto, Japan. Contact Professor 
Kosuke Yamazaki, c/o Dr. Reimer Jensen, Borups, alle 179, 
2400 Copenhagen NV, Denmark. 


July 18-22, annual meeting, National Alliance for the Men- 
tally Ill, Chicago. Contact Laurie M. Flynn, 2101 Wilson 
Boulevard, Suite 302, Arlington, VA 22201; 703-524-9094. 


July 19-22, annual meeting, Autism Society of America, Se- 
attle. Contact Thomas Nerney, 1234 Massachusetts Avenue, 
NW, Suite C1017, Washington, DC 20005; 202-783-0125. 


July 23-27, annual meeting, International Transactional 
Analysis Association, Brussels. Contact Susan Sevilla, 1772 
Vallejo Street, San Francisco, CA 94123; 415-885-5992, 


July 24-28, 24th CIOMS Conference on “Genetics, Ethics 


and Human Values: Humane Genome, Mapping, Screening 
& Treatment,” Tokyo. Contact Multinational Meetings In- 


A24 


formation Services, P.O. Box 5090, NL-1007 AB Amster- 
dam, The Netherlands; 3120/684451. 


July 31-August 5, 2nd Congress on Human Rights, Medi- 
cine and Law, Bophuthatswana. Contact International Cen- 
tre of Medicine & Law, University of Bophuthatswana, P.O. 
Box 4182, Bophuthatswana, Southern Africa; 27 (0) 140 
842470-1. 


AUGUST 


August 11-15, annual meeting, American Sociological Asso- 
ciation, Washington, D.C. Contact William V. D’Antonio, 
1722 N Street, NW, Washington, DC 20036; 202-833- 
3410. 


August 11-15, 10th International Symposium for the Psy- 
chotherapy of Schizophrenia, Stockholm. Contact Johan 
Cullberg, Conference President, P.O. Box 6911, S-102 39 
Stockholm, Sweden; 46 8 2330990. 


August 15-17, 8th International Conference on Risk and 
Gambling, London. Contact Judy A. Cornelius, Conference 
Coordinator, Institute for the Study of Gambling and Com- 
mercial Gaming, College of Business Administration, Mail 
Stop No. 024, University of Nevada, Reno, NV 89557-0016; 
702-784-1477, i 


August 18-24, 5th European Congress of Hypnosis in Psy- 
chotherapy and Psychosomatic Medicine, Konstanz. Contact 
Walter Bongartz, University of Konstanz, 750 Konstanz, 
Federal Republic of Germany. 


August 20-23, 9th International Congress, Medical Infor- 
matics Europe 90, “Health Added Value,” Glasgow. Contact 
Dr. J. Bryden, Consultant in Health Information, Greater 
Glasgow Health Board, Department of Public Health Med- 
icine, McLeod Street, Glasgow G4 ORA, Scotland; 041 553 
1833, ext. 222. 


August 20-24, 21st Congress, International Society of Psy- 
choneuroendocrinology, Buffalo. Contact Uriel Halbreich, 
M.D., Department of Psychiatry, State University of New 
York at Buffalo, 462 Grider Street (K-Annex), Buffalo, NY 
14215; 716-898-5088. 


(Continued on page A36) 
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Cambridge University Press 


The Cambridge Examination for 
Mental Disorders of the Elderly 
(CAMDEX) 

Sir Martin Roth, FA. Huppet, E. Tym, 

and C.Q. Mountjoy 

This package, consisting of complete interview and examination sched- 
ules, a booklet of test materials, score sheets, and a manual, comprises 
a standard assessment and diagnosis of senile dementia, including 


Alzheimer’s disease and related mental disorders of the elderly. 
1988 35161-8 Boxed Set $95.00 


Health and Behaviour 

Selected Perspectives 

Edited by David A. Hamburg and 

Norman Sartorius 

An array of international experts discuss aspects of health care, such as 
the sociology of health care in developing countries, the mental health 
aspects of general health care and the dangers to children through dis- 


ease, malnutrition and other factors. 
1989 240 pp, 36352-7 Hardcover $59.50 


Children with Down Syndrome 

A Developmental Perspective 

Edited by Dante Cicchetti 

and Marjorie Beeghly 

The underlying theme of this book is that children with Down syndrome, 
despite their constitutional anomalies and their additional medical 
problems, can be understood from a normative developmental 
framework. 


1990 499 pp. 37458-8 Hardcover $59.50 
38667-5 Paper $19.95 


Handbook of 


Early Childhood Intervention 
Edited by Samuel J. Meisels 
and Jack P. Shonkoff 


“The book is quite amazing in that it attempts and succeeds in summa- 
rizing and synthesizing the vast knowledge base of the early interven- 
tion field.“ — Edward Zigler, Yale University (from the Foreword) 


This book has been designed to serve as a key resource for those 
who are interested in young children with disabilities or developmental 
vulnerabilities, and their families. 


1990 760 pp. 34371-2 Hardcover $59.50 
38777-9 Paper $27.95 


The Roots of Evil 


The Origins of Genocide and Other Group Violence 
Ervin Staub 

Staub looks at the psychological factors that influence one group’s 
desire to harm another. He goes on to consider the behavior of perpe- 
trators and bystanders in four historical situations: the Holocaust (his 
primary example}, the genocide of Armenians in Turkey, and ‘‘auto- 
genocide” in Cambodia, and the “disappearances” in Argentina. 
1989 320 pp. 35407-2 Hardcover $29.95 


The Seductions of Psychoanalysis 

Freud, Lacan and Derrida 

John Forrester 

This book reflects on the history of psychoanalysis, its conceptual foun- 
dations and relations to other disciplines. Forrester probes the origin of 
psychoanalysis and its most beguiling concept, the transference, which 
is at once its institutional axis and experimental core. 


Cambridge Studies in French 
1989 300 pp. 37243-7 Hardcover $49.50 


The Roots of Prosocial Behavior 
in Children 
Nancy Eisenberg and Paul Mussen 


This book reviews and summarizes scholarly research that has been 
devoted to the development of prosocial behavior in children, and 
examines the various factors and influences that contribute to children’s 
prosocial development. 

Cambridge Studies in Social and Emotional Development 


1989 195 pp. 33190-0 Hardcover $32.50 
33771-2 Paper $9.95 


At bookstores or from 


CAMBRIDGE UNIVERSITY PRESS 
40 West 20th Street, New York, NY 10011. Call toll-free 800-872-7423 
outside NY State, 800-227-0247, NY State only. 
MasterCard/VISA accepted. Prices subject to change. 
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Preserve your copies of 
The American Journal 


of Psychiatry 


ustom-made for the Journal, these slip- 

cases turn back issues into a permanent 
reference source. Bound in attractive green 
leatherette, and embossed with gold lettering, 
each slipcase holds one year (12 issues) of 
The American Journal 
of Psychiatry. And 
each comes with gold 
transfers, allowing you 
to personalize your 
volume further. These 
durable, space-saving 
cases make affordable 
gifts as well. 


Add $1.00 per unit 
, for postage and 
handling. 
(Outside U.S. add 


currency only.) 
PA residents add 
6% sales tax. 


Mail to: The American Journal of Psychiatry 
Jesse Jones Industries 
Dept. AJP 
499 East Erie Avenue 
Philadelphia, PA 19134 
Please send me slipcases. 
[J Enclosed is my check or money order for $ 
L Charge my American Express 
Visa 
MasterCard 
Diners Club 
($15 minimum charge order) 
Card # 
Interbank # 

















Exp. Date 


$7.95 each, three for 
$21.95, six for $39.95. 


$2.50 per unit. U.S. 








Signature 


TOLL FREE CHARGE ORDERS: 1-800-972-5858 


Name 





(please print) 


Address 





(ne PE. boxes please? 





City/State/Zip. 


Satisfaction guaranteed. 


A BEACON OF 


HOPE 


FOR THOUSANDS 
OF PROBLEM SCHIZOPHRENIC 
PATIENTS 
` AND THEIR PSYCHIATRISTS 





CLOZARIL 


(clozapine) 


SUPERIOR AAA 
ANTIPSYCHOTIC % 
EFFICACY 

THAT 

GIVES HOPE 

FOR 

A 

NEW 

ZqININIING 





HOPE BEGINS 

WITH SUPERIOR SYMPTOMATIC 
CONTROL" 

$  Inasix-week controlled study in severely 
| ill (“problem”) schizophrenic patients 
who failed to respond adequately to 
treatment with appropriate courses of 
standard antipsychotic drugs: 


m CLOZARIL (ciozapine) succeeded after 
standard antipsychotics, including 
haloperidol, failed 


m Thirty percent of CLOZARIL patients experi- 
j ced dramatic global improvement in only 
(weeks (as determined by the study’s 
rigorous efficacy criteria) vs only 4% of 
_ patients receiving chlorpromazine 


m Efficacy in both positive and negative 
symptomatology 



































HOPE CONTINUES WITH A VIRTUAL 
ABSENCE OF CERTAIN ACUTE 
EXTRAPYRAMIDAL SYMPTOMS 


m CLOZARIL’ (clozapine) is indicated for patients 
intolerant of standard antipsychotics 


m No confirmed cases of tardive dyskinesia 
in over 15 years’ worldwide experience 


m Side effects that have been reported 
include: agranulocytosis (1—2%), transient 
sedation (39%), hypersalivation (31%), 
tachycardia (25% ), constipation (14%), 
hypotension (9% ), hypertension (4% ) and 
weight gain (4%)' 

m CLOZARIL use is associated with a 
substantial risk of seizure, an apparently 
dose-dependent reaction affecting 
1—2% of patients at low doses (below 
300 mg/day), 3—4% at moderate doses, 
and 5% at high doses (600—900 mg/day) * 


HOPE IS MAINTAINED THROUGH A 
MANDATORY WBC MONITORING 
SYSTEM WHICH HELPS MANAGE 
THE RISK OF AGRANULOCYTOSIS 


m Agranulocytosis, a potentially fatal disorder, 
occurs in 1—2% of patients 


m The Clozaril Patient Management System™ 
(CPMS*™) was created as an efficient means 
to detect developing agranulocytosis 


m This structured weekly monitoring and drug 


delivery system helps to protect the patient 
and to support the physician 
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(clozapine) 
25mg and 100 mg tablets 


CLOZARIL therapy is available only through 
the Clozaril Patient Management System. 
Call 1 -800-237-CPMS (2767) or mail in a 
completed CPMS patient enrollment form to 
prescribe CLOZARIL (clozapine). Contact your 
Sandoz Mental Health Sales Representative 
for general information on CLOZARIL (ctozapine) 
and the Clozaril Patient Management System. 


“Ina double-blind study of CLOZARIL (clozapine) versus chlorpromazine 
encompassing 268 patients, all of whom had first failed on at least 
three standard antipsychotics over a five-year period and then 
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(clozą Sine 


call 1-800-237-CPMS (2767) 
or mail in a completed CPMS patient enrollment form. 


tTachycardia, hypotension and hypertension are the principal cardiovascular effects associated with CLOZARIL (clozapine). 


+Because of the substantial risk of seizure associated with CLOZARIL use, a dosage ceiling of 600 mg/day is recommended, although some patients 
may require up to 900 mg/day for a therapeutic effect. 
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25 mg and 100 mg tablets 





SANDOZPHARMACEUTICALS 
Corporation, E. Hanover, NJ 07936 (201) 503-7500 


Please see brief summary of prescribing information following this 
advertisement. Printed in U.S.A. 3/90 CLO-0390-02 
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CAUTION: Federal taw prohtbits dispensing without a prescription, 


CONTRAINDICATIONS 

CLOZARIL is contraindicated in patients with myeloproliferative disorders, or a history of 
CLOZARIL-induced agranulocytosis or severe granulacytepenla. CLOZARIL should not be used si- 
multaneously with other agents having a well-known potential to suppress bone marrow function. As 
with more typical antipsychotic drugs, CLOZARIL is contraindicated in severe central nervous system 
depression or comatose states from any cause. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATEN- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT IS STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL IS AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM 
(CPMS**), 


Agranulocytosis 

Agranulocytosis, defined as a granulocyte count (polys + bands) of less than 500 per 
mm’, has been estimated ta occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 1.3%, based on the occurrence of 15 U.S. cases aut of 
1743 patients exposed to CLOZARIL during its clinical testing prior to domestic marketing. 
All of these cases occurred at a time when the need for close monitoring of WBC counts was 
already recognized, This reaction could prove fatal If not detected early and therapy 
interrupted. While no fatalities have been associated with the U.S, agranulocytosis cases, 
and all cases have recovered fully, the U.S. sample Is too small to reliably estimate the case 
fatality rate. Of the 112 cases of agranulocytosis reported worldwide in association with 
CLOZARIL use as of December 31, 1986, 35% were fatal. However, few of these deaths 
occurred since 1977, at which time the knowledge of CLOZARIL-induced agranulocytosis 
became more widespread, and close monitoring of WBC counts more widely practiced. 
Nevertheless, it is unknown at present what the case fatality rate will be for CLOZARIL- 
induced agranulocytosis, despite strict adherence to the recommendation for weekly 
monitoring of WBC counts. 

Treatment should not be initiated if the WBC count Is Jess than 3500 per mm’, or if the 
patient has a history of a myeloproliferative disorder, or previous CLOZARIL-Induced 
agranutocytosis or granulocytopenia. Patients should be advised to report immediately the 
appearance of lethargy, weakness, fever, sore throat or any other signs of infection. If, after 
tha initiation of treatment, the total WBC count has dropped below 3500 per mav or it has 
dropped by a substantial amount from baseline, even if the count is above 3500 per mm’, or 
if immature forms are present, a repeat WBC count and a differential count should be done. 
It subsequent WBC caunts and the differential count reveal a total WBC count between 3000 
and 3500 per mm? and a granulocyte count above 1500 per mm’, twice weekly WBC counts 
and differential counts should be performed. 

if the total WBC count falls below 3000 per mm’ or the granulocyte count below 1900 per 
mm, CLOZARIL therapy should be interrupted and patients should ba carefully monitored for 
flu-like symptoms or other symptoms suggestive of infection. CLOZARIL therapy may be 
resumed if no symptoms of infection develop, and if the total WBC count returns to tevels 
above 3000 per mm? and the granulocyte count returns to levels above 1500 per mm’, 
However, in this event, twice-weekly WBC counts and differential counts should continue 
until total WBC counts return to levels above 3500 per mm’, 

H the total WBC count falls below 2000 per mm? or the granulocyte count falls below 
1000 per mm?, bone marrow aspiration should be considered to ascertain granulopoietic 
status. Protective isolation with close observation may be indicated If granulopoiesis is 
determined to be deficient. Should evidence of infection develop, the patient should have 
appropriate cultures performed and an appropriate antibiotic regimen instituted. 

Patients whose total WBC counts fall below 2000 per mm’, or granulocyte counts below 
1000 per mm? during CLOZARIL therapy should nat be re-challenged with CLOZARIL. 
Patients discontinued fram CLOZARIL therapy due to significant WBC suppression have been 
found to develop agranulocytosis upon re-challenge, often with a shorter latency on re- 
exposure. To reduce the chances of re-challenge occurring in patients who have 
experienced significant bone marrow suppression during CLOZARIL therapy, a single, 
national master file will be maintained confidentially within the GPMS (Clozaril Patient Man- 
agement System). 

Except for evidence of significant bone marrow suppression during initial CLOZARIL 
therapy, there are no established risk factors, based on worldwide experience, for the 
development of agranulocytosis in association with CLOZARIL use. However, a dispropor- 
tlonate number of the U.S. cases ol agranulocytosis occurred In patients of Jewish 
background compared to the overall proportion of such patients exposed during the domestic 
development of CLOZARIL. Most of the U.S. cases occurred within 4-10 weeks of exposure, 
but neither dose nor duration is a reliable predictor of this problem, No patient 
characteristics have been clearly linked to the development of agranulocytosis in association 
with CLOZARIL use, but agranulocytosis associated with other antipsychotic drugs has been 
reported to occur with a greater frequency in women, the elderly and in patients who are 
cachectic or have serious underlying medical illness; such patients may also be at particular 
risk with CLOZARIL. 

To reduce the risk of agranulocytosis developing undetected, CLOZARIL will be 
dispensed only within the Clozaril Patient Management System. 
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Selzures 

Seizure has been estimated to occur in association with CLOZARIL use at a cumulative 
Incidence at one year of approximately 5%, based on the occurrence of one or more selzuras 
in 61 of 1743 patients exposed to CLOZARIL during its clinical testing prior ta domestic 
marketing {i.e., a crude rate of 3.5%), Dose appears to be an Important predictor of seizure, 
with a greater likelihood of selzure at the higher CLOZARIL doses used. 


Caution should be used in administering GLOZARIL to patients having a history of seizures 
or other predisposing factors. Because of the substantial risk of seizure associated with 
CLOZARIL use, patients should be advised not to engage in any activity where sudden loss of 
consciousness could cause serious risk to themselves or others, 0.9., the operation of 
complex machinery, driving an automobile, swimming, climbing, etc. 





Adverse Cardiovascular Effects 

Orthostatic hypotension cen occur with CLOZARIL treatment, especially during initial titration in 
association with rapid dose escalation, and may represent a continuing risk in some patients. 
Tachycardia, which may be sustained, has also been observed in approximately 25% of patients 
taking CLOZARIL, with patients having an average increase in pulse rate of 10-15 bpm. The 
sustained tachycardia is not simply a reflex response to hypotension, and is present in all positions 
monitored. Either tachycardia or hypotension may pose a serious risk for an individual with 
compromised zardiovascular function. A minority of CLOZARIL-treated patients experience EGG 
repolarization changes similar to those seen with other antipsychotic drugs, including S-T segment 
depression and flattening or inversion of T waves, which all normalize after discontinua’ion of 
CLOZARIL. The clinical significance of these changes fs unclear. However, in clinical trials with 
CLOZARIL, several patients experierced significant cardiac events, including ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained death. Causality assessment 
was difficult in many of these cases because of serious preexisting cardiac disease and plausible 
alternative causes, Rare instances of sudden, unexplained death have been reported in 3sychiatric 
patients, with cr without associated antipsychotic drug treatment, and the relationship cf these 
events to antipsychotic drug use is unknown. CLOZARIL should be used with caution ir patients with 
known cardiovascular disease, and tie recommendation for gradual titration of dose should be 
carefully observed. 


Neuroleptic Malignant Syndrome 

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome 
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestatiores of NMS are 
hyperpyrexia, muscle rigidity, a tered mental status and evidence of autonomic instability (irregular 
pulse or blood pressure, tachycardia. diaphoresis, and cardiac dysrhythmias). No cases of NMS have 
been attributed to CLOZARIL alone. owever, there have been several reported cases of NMS in 
patients treated concomitantly with lithium or other CNS-active agents. 


Tardive Dyskinesia 

A syndrome consisting of potentia ly irreversible, involuntary, dyskinetic movements may develop 
in patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be 
highest among the elderly, especially elderly women, it is impossible to rely upon prevalence 
estimates to predict, at the inception of treatment, which patients are likely to develop the syadrome. 

There are several reasons for predicting that CLOZARIL may be different from other artipsychotic 
drugs in its potential for inducing tardive dyskinesia, including the preclinical finding that it has a 
relatively weak dopamine blocking effect and the clinical finding of a virtual absence of certain acute 
extrapyramidal symptoms, e.g., dystcnia. In addition, there have been no confirmed cases of tardive 
dyskinesia developing in associction ith CLOZARIL use. Nevertheless, it cannot yet be concluded, 
without more extended experience, that CLOZARIL is incapable of inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis and seizure, both of which present a continuing 
risk aver time, the extended treatment of patients failing to show an acceptable level of cl nical 
response should ordinarily be avoidec. In addition, the need for continuing treatment in patients 
exhibiting beneficial clinical responses should be periodically re-evaluated. During CLOZARIL 
therapy, patients may experience transient temperature elevations above 100.4°F (38°C), with the 
peak incidence within the first three weeks of treatment. While this fever is generally ben gn and self- 
limiting, it may necessitate discontinuing patients from treatment. On occasion, there may be an 
associated increase or decrease n WBC count. Patients with fever should be carefully evaluated to 
rule out the possibitity of an underlying infectious process or the development of agranulocytosis. In 
the presence of high fever, the possibility of neuroleptic malignant syndrome (NMS) musi be 
considered. CLOZARIL has very potent anticholinergic effects, and great care should be exercised in 
using this drug in the presence of prostatic enlargement or narrow angle glaucoma. Because of 
initial sedation, CLOZARIL may impair mental and/or physical abilities, especially during the first few 
days of therapy. The recommendatiors for graduat dose escalation should be carefully achered to, 
and. patients cautioned about activities requiring alertness. Clinical experience with CLOZARIL in 
patients with concomitant systemic diseases is limited. Nevertheless, caution is advisable in using 
CLOZARIL in patients with hepatic, reral or cardiac disease, 


Information for Patients 

Patients who are to receive CLOZARIL should be warned about the significant risk of developing 
agranulocytosis. They should be Inforned that weekly blood tests are required to monitor for the 
occurrence of agranulocytosis, and thet CLOZARIL tablets will be made available only through a 
special program designed to ensure tha required blood monitoring. Patients should be ad /ised to 
report immediately the appearance of lathargy, weakness, fever, sore throat, malaise, muc2us 
membrane ulceration or other possible signs of infection. Particular attention should be paid to any 
flu-like complaints or other symptoms that might suggest infection. Patients should be intormed of 
the significant risk of seizure during CLOZARIL treatment, and they should be advised to avoid 
driving and any other potentially hazardous activity while taking CLOZARIL. Patients should be 
advised of the risk of orthostatic hypotension, especially during the period of initial dose tration. 
Patients should notify their physician if they are taking, or plan to take, any prescription or over-the- 
counter drugs or alcohol. Patients should notify their physician if they become pregnant o” intend to 
become pregnant during therapy. Patients should not breast feed an infant if they are takirg 
CLOZARIL. 
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Orug Interactions 

The risks of using CLOZARIL in combination with other drugs have not been systematically 
evaluated. The mechanism of CLOZARIL-indused agranulocytosis is unknown; nonetheless, the 
possibility that causative factors may interact synergistically to increase the risk and/or severity of 
bone marrow suppression warrants consideration. Therefore, CLOZARIL should not be used with 
other agents having a well-known potential to suppress bone marrow function. Given the primary 
CNS effects of CLOZARIL, caution is advised in using it concomitantly with other CNS-active drugs. 
Because CLOZARIL is highly bound to serum protein, the administration of CLOZARIL to a patient 
taking another drug which is highly bound te protein (e.g., warfarin, digoxin) may cause an increase 
in plasma concentrations of these drugs, potentially resulting in adverse effects. Conversely, adverse 
effects may result from displacement of protein-bound CLOZARIL by other highly bound drugs. 


CLOZARIL may also potentiate the hypotensive effects of antihypertensive drugs and the 
anticholinergic effects of atropine-type drugs. The administration of epinephrine shauld be 
avoided in the treatment of drug-induced hypotension because of a possible reverse epinaphrine 
effect. 


Pregnancy Category B 

There are no adequate and well-controlled studies in pregnant women. Because animal 
reproduction studies are not always predictive of human response, and in view of the desirability of 
keeping the administration of all drugs to a minimum during pregnancy, this drug should be used 
only if clearly needed. 


ADVERSE REACTIONS 

Adverse events observed in association with the use of CLOZARIL in clinical trials at an incidence 
of 5% or greater were: central nervous system complaints, including drowsiness/sedatlon, dizziness/ 
vertigo, headache and tremor; autonomic ner/ous system complaints, including salivation, sweating, 
dry mouth and visual disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, including constipation and nausea; and fever. Complaints 
of drowsiness/sedation tend to subside with continued therapy or dose reduction. Salivation may be 
profuse, especially during sleep, but may be diminished with dose reduction. 


DOSAGE AND ADMINISTRATION 
Initial Treatment 

it is recommended that treatment with CLOZARIL begin at 25 mg once or twice daily, and then be 
continued with daily dosage increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose 
of 300 to 450 mg/day by the end of two weeks. Subsequent dosage increments should be made no 
more than once- or twice-weekly, in Increments not to exceed 100 mg. Cautious titration and a 
divided dosage schedule are necessary to minimize the risks of hypotension, seizure, and sedation. 


Therapeutic Dose Adjustment 

Daily dosing should continue on a divided basis as an effective and tolerable dose level is sought. 
While many patients may respond adequately at doses between 300-600 mg/day, it may be 
necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response. [Note: 
In the multicenter study providing the primary support for the superiority of CLOZARIL in treatment 
resistant patients, the mean and median CLCZARIL doses were both approximately 600 mg/day.] 

Because of the possibility of increased adverse reactions at higher doses, particularly seizures, 
patients should ordinarily be given adequate time to respond to a given dose level before escalation 
to a higher dose is contemplated. 

Dosing should not exceed 900 mg/day. 


Discontinuation of Treatment 

in the event of planned termination of CLOZARIL therapy, gradual reduction in dose is 
recommended over a 1 to 2 week period. However, should a patient’s medical condition require 
abrupt discontinuation (e.g., leukopenia), the patient should be carefully observed for the recurrence 
of psychotic symptoms. 

CLOZARIL is available only through the Clozaril Patient Management System, a program that 
combines white blood cell testing, patient monitoring, pharmacy, and drug distribution services, 
all linked to compliance with required safety monitoring. 


To prescribe CLOZARIL call 1-800-237-CPMS (2767) ar mail ina completed CPMS Enrollment 
Form. 





SANDOZPHARMACEUTICALS 


Corporation, E. Hanover, NJ 07936 (201} 503-7500 


2/90 CLO-390-01 


A32 


AMERICAN 
PSYCHIATRIC 
ASSOCIATION’S 


CONSULTATION 
SERVICE 


Could you use the APA's assistance 
in planning, improving services or 
solving a problem at your hospital 
or facility? 


This long-standing program of the APA 
provides confidential consultations to all 
mental health care organizations on topics 
ranging from low utilization of beds to 
disagreement among staff about methods 
of treatment. 


We will provide a focused consultation 
tailored to meet your specific needs. 

Our professional consultants are outstanding 
psychiatrists and experts in other related 
disciplines. Our reasonable fees make the 
Consultation Service a cost-effective way to 
help resolve your organization’s problems. 


For more information contact: 


Ms. Susan Kuper 

Consultation Service 

American Psychiatric Association 
1400 K Street, N.W. 

Washington, DC 20005 

(202) 682-6203 


All inquiries remain confidential. 





In Tourette Syndrome 


ORAP 


pimozide) Tablets 
Helps Patients Be Themselves 


xcellent 
Bymptom Control 


imozide produced significantly more 
Nprovement of symptoms and less 
kinesic adverse effects than haloperidol 

Improvement of 70% or more was 
sported by 74% of patients on pimozide 
lompared with 45% on haloperidol 
)<.02), and 84% rated pimozide better 
verall than haloperidol. ! 


Significantly Less 
Sedation than 
aloperidol 


\ a double-blind, placebo-controlled 
tudy, ‘‘Pimozide was associated with 
Mhargy or tiredness on significantly fewer 
ays than haloperidol (p <.01), and this 
as reflected in greater immediate and 
)ng-term patient acceptance .... 2 


Documented 
linical Experience 


imozide has been used in the treatment & 
f Tourette Syndrome for over 10 years! 


or more information on ORAP call f a F 
| 


800-292-4283, 


for Tourette Syndrome 


P is indicated for patients who have failed to respond satisfactorily to standard treatment. 


GATE Pharmaceuticals 
see following page for a brief summary of prescribing information Division of Lemmon Company 
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INDICATIONS AND USAGE 
ORAP (pimozide) is indicated for the suppression of motor and phonic tics in patients 
with Tourette's Disorder who have failed to respond satistactorily to standard treatment. 
ORAP is not intended as a treatment of first choice nor is it intended for the treatment for 
tics that are merely annoying or cosmetically troublesome, ORAP should be reserved for 
use in Tourette's Disorder patients whose development and/or daily lite function is 
severely compromised by the presence of motor and phonic tes. 
Evidence supporting approval of pimozide for use in Tourette's Disorder was obtained 
in two controlled clinical investigations which enrolled patients between the ages of 8 and 
53 years. Most subjects in the two trials were 12 of older. 


CONTRAINDICATIONS 


1,  ORAP (pimozide) is contraindicated in the treatment of simple tics or tics other 
than associated with Tourette's Disorder, 

2. ORAP should not be used in patients taking drugs thal may, themselves, cause 
motor and phonic tics {è.g., pemotine, methylphenida:e and amphetamines) until 
such patients have been withdrawn from these drugs to determine whether or not 
the drugs, rather than Tourette's Disorder, are responsible for the tics. 

3. Because ORAP prolongs the QT interval of the electrocardiogram it is 
contraindicated in patients with congenital long QT syndrome, patients with a 
history of cardiac arrhythmias, or patients taking other drugs which prolong the QT 
interval of the electrocardiogram (see DRUG INTERACTIONS). 

4. ORAP is contraindicated In patients with severe toxic central nervous system 
depression or comatose states from any cause, 

5.  QRAP is contraindicated in patients with hypersensitivity to it. As it is nat known 
whether cross-sensitivity exists among the antipsyc“otics, pimozide should be 
used with appropriate caution in patients who have demonstrated hypersensitivity 
to other antipsychotic drugs. 


WARNINGS 
The use of ORAP (pimozide) in the treatment of Tourette's Disorder involves different 
risk/benefit considerations than when antipsychotic drugs are used to treat other 
conditions. Consequently, a decision to use ORAP should take into consideration the 
following: (see also PRECAUTIONS~Information for Patients). 


Tardive Dyskinesia A syndrome consisting of patentialy irreversible, involuntary, 
dyskinetic movements may develop in patients treated with antipsychotic drugs. 
Although the prevalence of the syndrome appears to be highest among the elderty, 
especially elderty women, it is impossible to rely upon prevakgace estimates to predict, at 
the inception of antipsychotic treatment, which patients are likely to develop the 
syndrome. Whether antipsychotic drug products differ in thair potential to cause tardive 
dyskinesia is unknown. 

Both the risk of developing tardive dyskinesia and the lixellhood that it will become 
irreversibte are believed to increase as the duration of treatment is withdrawn, 
Antipsychotic treatment, itself, however, may suppress (or partially suppress} the signs 
and symptoms of the syndrome and thereby may possibly mask the underlying process. 
The effect that symptomatic suppression has upon the long-term course of the 
syndrome is unknown. 

Given these considerations, antipsychotic drugs should be prescribed in a manner 
that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should generally be reserved for patients who suffer from a 
chronic iness that, 1} is known to respond to antipsychott: drugs, and, 2) for wham 
allemative, equally effective, but potentially fess harmful treatments are not available or 
appropriate. In patients who do require chronic treatment, the smallest dose and the 
shortest duration of treatment producing a satisfactory clinical response should be 
sought. The need for continued treatment should be reassessed periodically. 

i sigas and symptoms of tardive dyskinesia appear in a patient cn antipsychotics, 
drug discontinuation should be considered. However, some patients may require 
treatment despite the presence of the syndrome. 

{For further information about the description of tardive dyskinesia and its clinical 
detection, please refer to ADVERSE REACTIONS and PRECAUTIONS-Information for 
Patients.) 


Neuroleptic Malignant Syndrome (NMS) A potentially fatal symptam complex 
sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in 
association with antipsychotic drugs. Clinical manifestations of NMS are hyperpyrexia, 
muscle rigidity, altered mental status {including catatonic signs) and evidence of 
autonomic instability (irregular pulse or blood pressure, tachycardia, dlaphoresis, and 
cardiac dysthythmias). Additional signs may include elevated creatine phosphokinase, 
myoglobinuria (rhabdomyolysis) and acute renal failure. 

The diagnostic evaluation of patients with this syndrome is complicated, In arriving at 
a diagnosis, it is important to identify cases where the clinical presentation includes both 
serious medical illness (e.g, pneumonia, systemic infection, etc.) and untreated or 
inadequately treated extrapyramidal signs and symptoms (EPS), Other important 
considerations in the differential diagnosis include central anticholinergic toxicity, heat 
stroke, drug fever and primary central nervous system (CNS) pathology. 

The management of NMS should include 1) immediate discontinuation of 
antipsychotic drugs and other drugs not essential to concurrent therapy, 2) intensive 
symptomatic treatment and medical monitoring, and 3) treatment of any concomitant 
serious medical problems for which specific treatments are available, There is no general 
agreement about specific pharmacological treatment regimens for uncomplicated NMS. 

IF a patient requires antipsychotic drug treatment atter recovery from NMS, the 
potential reintroduction of drug therapy should be carefully considered. The patient 
should be carefully monitored, since recurrences of NMS have been reported. 

Hyperpyrexia, not associated with the above symptom complex, has been reported 

with other antipsychotic drugs. 
Other Sudden, unexpected deaths have occurred in expe imental studies of conditions 
other than Tourette's Disorder. These deaths occurred while patients were receiving 
dosages in the range of f mg per kg. One possitle machanism for such deaths is 
prolongation of the QT intervat predisposing patients tc ventricular arrhythmia, An 
electrocafdiogram shoutd be pertormed before ORAP treatment is initiated and 
periodically thereafter, especially during the period of dose edjustment, 

ORAP may have a tumorigenic potential. Based on studies conducted in mice, it is 
Inown that pimozide can produce a dose related increase in pituitary tumors. The full 
significance of this finding is nat known, bat should be taken into consideration in the 
physician's and patient's decisions to use this drug product. This finding should be given 
special consideration when the patient is young and chronic use of pimozide is 
anticipated. (see PRECAUTIONS-Carcinogenesis, Mutager esis, impairment of Fertility). 


PRECAUTIONS 

General ORAP {pimozide} may impair the mental and/or physical abilities required for 
the performance of potentially hazardous tasks, such as driving a car of operating 
machinery, especially during the first few days of therapy. 

ORAP produces anticholinergic side effects and should be used with caution in 
individuals whose conditions may be aggravated by anticholinergic activity. 

ORAP should be administered cautiously to patients with impairment of liver or 
kidney function, because it is metabolized by the liver and excreted by the Kidneys. 

Antipsychotics should be administered with caution to patients receiving 
anticonvulsant medication, with a history of seizures, or with EEG abnormalities, because 
they may lower the convulsive threshold. If indicated, acequate anticonvulsant therapy 
should be maintained concomitantly. 


Laboratory Tests An ECG should be done at baseline and periodically thereafter 
throughout the period of dose adjustment. Any indication of prolongation of OY, interval 
beyond an absolute limit of 0.47 seconds (children) or 0.62 seconds (adults), or more 
than 25% above the patient's original baseline should be considered a basis for stopping 
further dose increase (see CONTRAINDICATIONS) and cor sidering a kwer dose, 


Since hypokalemia has been associated with ventricular arrhythmias, potassium 
insufficiency, secondary to diuretics, diarrhea, or other caLse, should be corrected before 
ORAP therapy is initiated and normal potassium maintained during therapy. 


Drug interactions Because ORAP prolongs the QT interval of the electrocardiogram, an 
additive, effect on QT interval would be anticipated if administered with other drugs, such 
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as phenothiazines, tricyclic antidepressants or antiarrhythmic agents, which prolong the 
QT interval. Such concomitant administration should not be undertaken (see 
CONTRAINDICATIONS). 


ORAP may be capable of potentiating CNS depressants, including analgesics, 
sedatives, anxiolytics, and alcohol, 


Carcinogenesis, Mutagenesis, Impairment of Fertility Carcinogenicity studies were 
conducted in mice and tats. In mice, pimozide causes a dose-related increase in pituitary 
and mammary tumors. 

When mice were treated for up to 18 months with pimozide, pituitary gland changes 
developed in females only, These changes were characterized as hyperplasia at doses 
approximating the human dose and adenoma at doses about fifteen times the maximum 
recommended human dese on a mg per kg basis. The mechanism for the induction of 
pituitary tumors in mice is not known 

Mammary gland tumors in female mice were also increased, but these tumors are 
expected in rodents treated with antipsychotic drugs which elevate prolactin tevels, 
Chronic administration of an antipsychotic also causes elevated prolactin tevels in 
humans. Tissue culture experiments indicate that approximately one-third of human 
breast cancers are prolactin-dependent in vilro, a factor of potential importance if the 
prescription of these drugs is contemplated in a patient with a previously detected breast 
cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and 
impotence have been reported with antipsychotic drugs, the clinical significance of 
elevated serum prolactin levels is unknown for most patients. Neither clinical studies nor 
epidemiologic studies conducted to date have shown an association between chronic 
administration of these drugs and mammary tumorigenesis. The available evidence, 
however, is considered tco limited to be conclusive at this time. 

In a 24 month carcinogenicity study in rats, animals received up to 50 times the 
maximum recommended human dose. No increased incidence of overall tumors or 
tumors at any site was observed in either sex. Because of the limited number of animals 
surviving this study, the meaning of these results is unclear. 

Pimozide did not have mutagenic activity in the Ames test with four bacterial test 
Strains, in the mouse dominant tethal test or in the micronucleus test in rats. 

Reproduction studies in animals were not adequate to assess all aspects of fertility, 
Nevertheless, female rats administered pimozide had profonged estrus cycles, an effect 
also produced by other antipsychotic drugs. 


Pregnancy Category C. Reproduction studies performed in rats and rabbits at oral doses 
up to & times the maximum human dose did not reveal evidence of teratogenicity. In the 
rat, however, this multip‘e of the human dose resulted in decreased pregnancies and in 
the retarded development of fetuses. These effects are thought to be due to an inhibition 
or delay in implantation which is also observed in rodents administered other 
antipsychotic drugs. In the rabbit, maternal toxicity, mortality, decreased weight gain, 
and embryotoxicity including increased resorptions were dose related. Because animal 
reproduction studies are nat always predictive of human response, pimozide should be 
given fo a pregnant woman only if the potential benefits of treatment clearly outweigh the 
potential risks. 


Laber and Deivery This drug has no recognized use in labor or delivery. 


Nursing Mothers it is not known whether pimozide is excreted in human milk. Because 
many drugs are excreted in human milk and because of the polential for tumorigenicity 
and unknown cardiovascular effects in the infant, a decision should be made whether to 
discontinue nursing or to discontinue the drug, taking inte account the importance of the 
drug to the mother. 


Pediatric Use Although Tourette's Disorder most often has its onset between the ages of 
2 and 15 years, information on the use and efficacy of ORAP in patients fess than 12 
years of age is limited. 

Because its use and safety have not been evaluated in other childhood disorders, 
ORAP is not recommended for use in any condition other than Tourette's Disorder. 


ADVERSE REACTIONS 
General: Extrapyramidal Reactions: Neuromuscular (extrapyramidal) reactions during 
the administration of ORAP (pimozide) have been reported frequently, offen during the 
first few days of treatment. In most patients, these reactions Involved Parkénson-like 
Symptoms which, when first observed, were usually mild to moderately severe and 
usually reversible. 

Other types of neuromuscular reactions {motor restlessness, dystonia, akathisia, 
hyperreflexia, opisthotcnas, oculogyric crises) have been reported far less frequently. 
Severe extrapyramidal reactions have been reported to occur at relatively low doses. 
Generally the occurrenca and severity af most extrapyramidal symptoms are dose related 
since they occur at relatively high doses and have been shown to disappear or become 
less severe when the dose is reduced. Administration of antiparkinson drugs such as 
benztropine mesylate cr trihexyphenidyl hydrochloride may be required for control of 
such reactions, It should be noted that persistent extrapyramidal reactions have been 
reported and that the drug may have to be discontinued in such cases. 

Withdrawal Emerge.t Neurological Signs: Generally, patients receiving short term 
therapy experience no problems with abrupt discontinuation of antipsychotic drugs. 
However, some patients on maintenance treatment experience transient dyskinetic signs 
after abrupt withdrawal. In certain of these cases the dyskinetic movements are 
indistinguishable from the syndrome described below under “Tardive Dyskinesta’ except 
for duration. It is not known whether gradua! withdrawal of antipsychotic drugs will 
reduce the rate of occurrence of withdrawal emergent neurological signs but until further 
evidence becomes available, it seems reasonable to gradually withdraw use of ORAP, 

Tardive Dyskinesia: ORAP may be associated with persistent dyskinesias, Tardive 
dyskinesia, a syndrome consisting of potentially irreversible, involuntary, dyskinetic 
movements, may appear in some patients on long-term therapy or may occur after drug 
therapy has been discontinued. The risk appears to be greater in elderly patients on high- 
dose therapy, especially females. The symptoms are persistent and in some patients 
appear irreversible. The syndrome is characterized by rhythmical involuntary 
movements of tongue, face, mouth or jaw (e.g., protrusion of tongue, putfing of cheeks, 
puckering of mouth, chewing movements). Sometimes these may be accompanied by 
involuntary movements of extremities and the trunk. 

There is no known effective treatment for tardive dyskinesia; antiparkinson agents 
usually do not alleviate the symptoms of this syndrome, It is suggested that all 
antipsychatic agents be discontinued if these symptoms appear, Should it be necessary 
to reinstitute treatment, or increase the dosage of the agent, or switch to a difterent 
antipsychotic agent, this syndrome may be masked. 

it has been reported that fine vermicutar movement of the tongue may be an early 
sign of tardive dyskinesia and if the medication is stopped at that time the syndrome may 
not develop. 

Electrocartiographe: Changes: Electrocardiographic changes have been observed in 
Clinical trials of ORAP in Tourette's Disorder and schizophrenia, These have included 
prolongation of the OT interval, flattening, notching and inversion of the T wave and the 
appearance of U waves, Sudden, unexpected deaths and grand mal seizure have 
occurred at doses above 20 mg/day 

Neuroleptic Malignant Syndrome: Neuroleptic malignant syndrome (NMS) has been 
reported with ORAP. (See WARNINGS for further information concerning NMS.) 

Hyperpyrenia: Hyperpyrexia has been reported with other antipsychotic drugs. 
Clinical Trials The tollowing adverse reaction tabulation was derived from 20 patients in 
a6 week long placebo controlled clinical trial of ORAP in Tourette's Disorder. 


Body System? Pimozide Placebo 
Adverse Reaction {N= 20) (N =20) 
Body as a Whole 

Headache 1 2 


Gastrointestinal 
Dry mouth 
Diarrhea 

Nausea 
Vomiting 
Constipation 
Eructations 
Thirsty 

Appetite increase 


aHonoco-m 
Sol-N-No- 


Body/System/ Pimozide Placebo 

Adverse Reaction (N= 20) {N= 20) 

Endocrine 

Menstrual disorder a 1 

Breast secretions {j 1 

Musculoskeletal 

Muscle cramps 0 1 

Muscle tightness 3 Q 

Sooped posture 2 g 

CNS 

Drowsiness 7 3 

Sedation 14 § 

ìr somnia 2 2 

Dizziness 0 1 

Avathisia 8 0 

Rigidity 2 0 

Speech disorder 2 0 

Handwriting change 1 0 

Adinesia 8 0 

Psychiatric 

Cepression 2 3 

Excitement 0 1 

Norvous 1 0 

Adverse behavior 5 0 
affect 

Special Sense 

Visual disturbance 4 0 

Taste change 1 0 

Sensitivity of eyes 1 0 
to tight 

Decreased accom- 4 1 
modation 

Spots before eyes 0 1 

Urogenital 

Impotence 3 0 


Because clinical investigational experience with ORAP in Tourette's Disorder is 
I mited, uncommon adverse reactions may not have been detected. The physician 
should consider that other adverse reactions associated with antipsychotics may occur. 


Other Adverse Reactions In addition to the adverse reactions listed above, those listed 
below have been reported in U.S. clinical trials of ARAP in conditions other than 
“ourette's Disorder. 

Body as à Whole: Asthenia, chest pain, periorbital edema 

Gardiovasculay/Respiratory: Postural hypotension, hypotension, hypertension, 
tachycardia, palpitations 

Gastrointestinal: Increased salivation, nausea, vomiting, anorexia, GI distress 

Endocrine: Loss of ibido 

Metabolic/Nuttional: Weight gain, weight loss 

Central Nervous System: Dizziness, tremor, parkinsonism, fainting, dyskinesia 

Psychiatrie: Excitement 

Skin: Rash, sweating, skin irritation 

Specia! Senses: Blurred vision, cataracts 

Urogenital: Nocturna, urinary frequency 
Postmarketing Reports The following experiences were described in spontaneous 
Dostmarkcting reports, These reports do not provide sufficient information to establish a 
siear causal relationship with the use of ORAP. 

Hematologic: Hemolytic anemia 


OVERDOSAGE 

Jn general, the signs and symptoms af overdosage with ORAP (pimozide) would be 
an exaggeration of known pharmacologic effects and adverse reactions, the most 
prominent of which would be: 1) electrocardiographic abnormalities, 2) severe 
extrapyramidal reactions, 3} hypotension, 4) a comatose state with respiratory 
depression. 

Jn the event of overdosage, gastric lavage, establishment of a patent airway and, if 
necessary machanically-assisted respiration are advised. Electrocardiographic 
monitoring should commence immediately and continue until the ECG parameters are 
within the normal range. Hypotension and circulatory collapse may be counteracted by 
use of intravenous fluids, plasma, or concentrated albumin, and vasopressor agents such 
as metaraminol, phenylephrine and norepinephrine. Epinephrine should not be used. In 
case of severe extrapyramidal reactions, antiparkinson medication should be 
administered. Because of the long half-life of pimozide, patients who take an overdose 
should be observed for at least 4 days, As with all drugs, the physician should consider 
contacting a poison control center for additional information on the treatment of 
overdose, 


DOSAGE AND ADMINISTRATION 

Reliable dose response data for the effects of ORAP (pimozide) on tic manifestations 
in Tourette's Disorder patients below the age of twelve are not available. Consequently, 
tre suppression of tics by ORAP requires a slow and gradual introduction of the drug. 
The patient's dose should be carefully adjusted to a point where the suppression of tics 
and the relief afforded is balanced against the untaward side effects of the drug, 

An ECG should be done at baseline and periodically thereafter, especially during the 
pariod of dose adjustment (see WARNINGS and PRECAUTIONS-Lahoratory Tests). 

In general, treatment with ORAP should be initiated with a dose of t to 2 mg a day in 
divided doses, The dose may be increased thereatter every other day. Most patients are 
maintained at less than 0.2 mg/kg per day, or 10 mg/day, whichever is less. Doses 
greater than 0.2 mg/kg/day or 10 mg/day are nat recommended, 

Periodic attempts should be made to reduce the dosage of ORAP to see whether or 
hot tics persist at the level and extent first identified. In attempts fo reduce the dosage of 
CRAP, consideration should be given ta the possibility that increases of tic intensity and 
frequency may represent a transient, withdrawal related phenomenon rather than a return 
of disease symptoms, Specifically, one to twa weeks should be allowed to elapse before 
one concludes that an increase in tic manifestations is a function of the underlying 
disease syndrome rather than a response to drug withdrawal, A gradual withdrawal is 
recommended in any case. 


HOW SUPPLIED 
ORAP (pimozide) 2mp tablets, white, scored, imprint “LEMMON” and “QRAP-2"—NOC 
§7844-187-01, bottes of 100. 
Dispense in tight, fight-resistant containers as defined in the official compendium. 


Made in Canada 
Manufactured by: 
McNeil Pharmaceutical, (Canada) Ltd. Primed in USA 
Stouffville, Ontario LAA 7x7 Rev. A 6/88 


GATE Pharmaceuticals 
Division of Lemmon Company 
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Sunday, May 13, 1990 Imperial Ballroom 1:00 - 4:00 p.m. 
Sheraton Center 
New York, NY 
_ FACULTY: J. John Mann, M.D. 
Professor of Psychiatry 


Director, Laboratories of Neuropharmacology 
Western Psychiatric Institute and Clinic 
University of Pittsburgh 

Pittsburgh, PA 


Ira Shoulson, M.D. 

Professor of Neurology, Pharmacology and Medicine 
University of Rochester School of Medicine 
Rochester, NY 


Professor Joseph Knoll 
Department of Pharmacology 
Semmelweis University of Medicine 
Budapest, Hungary 


Trey Sunderland, M.D. 

Chief, Uniton Geriatric Psychopharmacology 
Laboratory of Clinical Science 

National Institute of Mental Health 


Samuel Gershon, M.D. 
Vice President for Research 
University of Pittsburgh 
Pittsburgh, PA 
AGENDA: 
Registration 
Welcome and Introduction J. John Mann, M.D. 


History of Basic Pharmacology of (-) - Deprenyl Professor Joseph Knoll 
Effect of Deprenyl in Early Parkinson’s Disease Ira Shoulson, M.D. 
Refreshment Break 

Efficacy and Side Effects of Deprenylin Depression J, John Mann, M.D. 
L-Depreny] in Alzheimer’s: an Innovative Therapy Trey Sunderland, M.D. 
Potential New Applications for MAO-B Inhibitors Samuel Gershon, M.D. 
Q&A/Discussion J. John Mann, M.D. 
The American Psychiatric Association designates this continuing medical education activity for 3 credit hours in 


Category I of the Physician’s Recognition Award of the American Medical association and for the CME 
requirement of the APA. 


Refreshments will be served. 


Supported by an educational grant from Somerset Pharmaceuticals 








Calendar 


(Continued from page A24) 


August 23-26, World Psychiatric Association Regional Sym- 
posium—‘‘Etiology of Mental Disorder,” organized by the 
Department of Psychiatry, University of Oslo. Contact Prof. 
Einar Kringlen, WPA Regional Symposium Programme 
Committee, Department of Psychiatry, University of Oslo, 
P.O. Box 85, Vinderen, N-0319 Oslo 3, Norway; 47 2 
146590. 


SEPTEMBER 


September 7-8, Long-Term Treatment of Affective Disor- 
ders: Review and Update, Ottawa. Contact Education Serv- 
ices, Royal Ottawa Hospital, 1145 Carling Avenue, Ottawa, 
Ontario, Canada, K1Z 7K4; 613-724-6525. 


September 11-14, 6th International Conference on Pheno- 
thiazines and Structurally Related Psychotropic Compounds, 
Pasadena, California. Contact Dr. Hendrik Keyzer, Chemis- 
try Department, California State University, 5151 State Uni- 
versity Drive, Los Angeles, CA 90032; 213-343-2391. 


September 16-19, annual meeting, American College of 
Emergency Physicians, San Francisco. Contact Colin C. Ror- 
rie, Jr., Ph.D., Executive Director, P.O. Box 619911, Dallas, 
TX 75261-9911; 214-550-0911. 


September 20-21, 4th Leeds Psychopathology Symposium, 
“Delusions and Awareness of Reality,” Leeds. Contact Mrs. 
Hilary L. Helme, Department of Continued Professional Ed- 
ucation, The University, Leeds LS2 9JT, England; 0532 
333233. 


September 23-27, 2nd European Conference on Traumatic 
Stress, Noordwijkerhout, The Netherlands. Contact Jos 
M.P. Weerts, M.D., W. Barentszstr. 31-C, 3572 PB Utrecht, 
The Netherlands; 31-30-730811. 


September 30—October 4, annual meeting, American Public 
Health Association, New York. Contact William H. Mc- 
Beath, M.D., Executive Director, 1015 15th Street, N.W., 
Washington, DC 20005; 202-789-5600. 
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AB RATED AND BIOEQUIVALENT TO TRILAFON’ 


A randomized, two-way crossover, single-dose study* was con- 
ducted in which 24 healthy adult male subjects received a 16mg 
tablet produced by Zenith and a 16mg TRILAFON" tablet by 
Schering. The study data supports the bioequivalence between 
the test and reference drug products. 





PRESCRIBE GENERICS. IT’S COST EFFECTIVE! 


“Bioequivalency data available upon request. See following page for a brief summary of prescribing information 
TRILAFON® is the registered trademark of the Schering Corporation 
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DESCAIPTION 

Perphenazine (4-{3-(2-chlorophenothiazin-10-yl)propyl]-1-piperazineethanol), is a piperaziny! phenothiazine having the chemical 
formuta, Coy Hagllg0s. itis available as oral tablets, containirg 2 mg, 4 mp, 8 mg, and 16 mg of perphenazine, 

inactive ingredients: acacia, carnauba wax, corn starch, FO&C Blue No. 2, FD&C Yellow No. 6, gelatin, lactose, magnesium 
Stearate, microcrystalline cellulose, povidone, precipitated calcium carbonate, pregelatinized starch, sodium benzoate, sodium 
starch glycolate, stearic acid, sucrose, tale, titanlum dioxide, and white wax. Its structural formula Is; 
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CLINICAL PHARMACOLOGY 

Perphenazine has actions at all levels of the central nervous system, particularly the hypothalamus, However, the site and 
mechanism at action of therapeutic effect are not known, 

INDICATIONS 

Perphenazine is indicated for use in the management of the manifestations of psychotic disorders; and for the control of severe 
nausea and vomiting in adults, Perphenazine had not been shown effective in the management of behavioral complicatians in 
patients with mental retardation, 

CONTRAINDICATIONS 

Perphenazine products are contraindicated in comatose or greatly obtunded patients and in patients receiving large doses of centra! 
Nervous system depressants (darbituates, afcohol, narcotics, atalgesics, or antihistamines); in the presence of existing blood 
dyscrasias, bone marrow depression, or liver damage; and in patiants who have shown hypersensitivity to perphenazine products, 
their components, or related compounds, 

Perphenazine products are also contraindicated in patients with suspected or established subcortical brain damage, with or without 
hypothalamic damage, since a hyperthermie reaction with temperatures in excess of 104°F may occur in such patients, sometimes 
Not until 14 to 16 hours atter drug administration, since a hyperthermic reaction with temperatures in excess of 104°F may occur in 
such patients, sometimes not until 14 to 16 hours after drug administration. Total body Ice-packing is recommended for such a 
reaction; antipyretics may also be used, 


+ WARNINGS 


Tardive dyskinesia, a syndrome consisting of potentially irreversitle, involuntary, dyskinetic movements, may develop in patients 
treated with neuroleptic (antipsychotic) drugs. Although the prevalence of the syndrome appears to be highest among the elderly, 
especially elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of neuroleptic treatment, 
which patients are likely to develop the syndrome, Whether neu-oleptic drug products differ in their potential to cause tardive 
dyskinesia is unknown. 

Both the risk of developing the syndrome and the likelihood thatit will become irreversible are believed to increase as the duration of 
treatment and the total cumulative dose of neuroleptic drugs administered to the patient increase. However, the syndrome car 
develop, although much less commonly, after relatively brief treatment periods at low doses. Thare is no known treatment ot 
established cases of tardive dyskinesia, although the syndrome may remit, partially or co “pletely, it neuroleptic treatment is 
withdrawn, Neuroleptic treatment itself, however, may suppress {ar partially suppress) the signs and symptoms of the syndrome. 
and thereby may possibly mask the underlying disease process. The effect that symptomatic suppression has upon the long-term: 
course of the syndrome is unknown, 

Given these conditions, neuroleptics should be prescribed in a manner that is most likely to minimize the occurrence of tardive 
dyskinesia. Chronic neuroleptic treatment should generally be reserved for patients who suffer from a chronic iltnass that, 1} is 
known to respond to neuroleptic drugs, and 2) tor whom altesnative, equally effective, but potentially less harmful treatments are 
notavailable or appropriate. in patients who do require chronic trea*ment, the smallest dose and the shortest duration of treatment 
producing a satisfactory clinical response should be sought, The need for continued treatment should be reassessed periodically. 
If signs and symptoms of tardive dyskinesia appear in a patient 3n neuroleptics, drug discontinuation should be considered. 
However, some patients may require treatment despite the presence of the syndrome 

(For further information aobut the description of tardive dyskenesia and its clinical detection, please refer to Information for 
Patlents and ADVERSE REACTIONS.) 


` Neurolaptle Malignant Syndroma (NMS): A potentially fatal symp-om complex sometimes referred to as Neureleptic Malignant 


Syndrome (NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS ar hyperpyrexia, 
muscle rigidity, altered mental status and evidence of autonomic instability {irregular pulse or blood pressure, tachycardia, 
diaphoresis, and cardiac dysrhythmias). 

The diagnostic evaluation of patients with this syndrome is compliceted. In arriving at a diagnosis, it is important to identify cases 
where the clinical presentation includes both serious medical illnese (e.g., pneumonia, systemic infection, etc.) and untreated or 
inadequately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential diagnosis include 
central anticholinergic toxicity, heat steoke, drug fever and primary central nervous system (CNS) pathology. 

The management of NMS should include 1) immediate discontinuetion of antipsychotic drugs and other drugs not essential to 
concurrent therapy, 2) intensive symptomatic treatment and medical monitoring, and 3) treatment of any concomitant serious 
medical problems for which specific treatments are available. There is no general agreement about specific pharmacologica! 
treatment regimens of uncomplicated NMS. 

Ita patient requires antipsychotic drug treatment atter recovery from NMS. the potential reintroduction of drug therapy should be 
carefully considered. The patient should be carefully monitored, since recurrences of NMS have been reported. 


H hypotension develops. epinephrine should not be administered since its action is blocked and partially reversed by perphenazine. 
ifa vasopressor is needed, norepinephsine may be used. Severe, acute hypotension has occurred with the use of phenothiazines 
and is particularly likely to occur in patients with mitral insufficiency or pheochromocytoma. Rebound hypertension may occur in 


` pheochromocytoma patients, 


Perphenazine products can lower the convulsive threshold in susceptible individuals; they should be used with caution in alcohol 
withdrawal and in patients with convulsive disorders, 1f the patient is seing treated with an anticonvulsant agent, increased dosage 
of that agent may be required when perphenazine products are used concomitantly. 

Perphenazine products should be used with caution in patients with psychic depression. 

Perphenazine may impair the menta! and/or physical abilities required for the performance of hazardous tasks such as driving a car 
or operating machinery: therefore, the patient should be warned accordingly. 

Perpheaazine products are not recommended tor children under 12 years of age. 

Usage in Pregnancy: Safe use of perphenazine during pregnancy and lactation has not been established, therefore, in administering 
the drug to pregnant patients, nursing mothers, or women who may become pregnant, the possible benefits must be weighed 
against the possible hazards to mother and child, 

PRECAUTIONS 

The possibility of suicide in depressed patients remains during treatment and until significant remission occurs, This type of patient 
should not have access to farge quantities of this drug. 

As with all phenothiazine compounds, perphenazine should not be used indiscriminately, Caution should be observed in giving it to 
patients who have previously exhibited severe adverse reactions tc other phenothiazines. Same of the untoward actions of 
perphenazine tend to appear more frequently when high doses are used. However, as with other phenothiazine compounds, patients 
receiving perhenazine products in any dosage should be kept under close supervision. Neuroleptic drugs elevate prolactin teveis; the 
elevation persists during chronic administration. Tissue culture experiments indicate that approximately one-third of human breast 
cancers and prolactin dependent in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a 
patient with a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and 
impotence have been reported, the clinical significance of elevated serum prolactin tevels is unknown for most patients. An increase 
in mammary neoplasms has been found in rodents after chronic administration of neuroleptic drugs. Neither clinical studies nor 
epidemiologic studies conducted to date, however, have shown an assaciation between chronic administration of these drugs and 
mammary tumorigenesis; the available evidence is considered too limised to be conclusive at this time. 

‘The antiemetic effect of perphenazine may obscure signs of toxicity duz to overdosage of other drugs, or render move difficult the 
diagnosis of disorders such as brain tumars or intestinal obstruction, 

Asigniticant, not otherwise explained, rise in body temperature may suggest individual intolerance to perphenazine, in which case it 
should be discontinued, Patients on large doses of a phenothiazine drug who are undergoing surgery should be watched carefully 
for possible hypotensive phenomena, Moreover, reduced amounts of anesthetics or central nervous system depressants may be 
necessary. 

Since phenothiazines and central nervous system depressants (opiates, analgesics, antihistamines, barbituates) can potentiate 
each other, less than the usual dosage of the added drug is recommended, and caution is advised, when they are administered 
concomitantly. 


Use with caution in patients who are receiving atropine or related drugs because of additive anticholinergic effects and also in 


patients who will be exposed to extreme heat or phosphorus insecticides. 


r, The use of alcohol should he avoided, since additive effects and hypotansion may occur. Patients should be cautioned that their 


response to alcohol may be increased white they are being treated with perphenazine products. The risk of suicide and the danger of 
overdose may be increased in patients who use alcohol excessively due to its potentiation of the drug's effect. 

Biood counts and hepatic and renal functions should be checked periodically. The appearance of signs of blood dyscrasias requires 
the discontinuance of the drug and institution of appropriate therapy. If abnormalities in hepatic tests occur, phenothiazine treatment 
should be discontinued, Renal tunction in patients on long-term therapy chauld be monitored; if blood urea nitrogen (BUN) becomes 
abnormal, treatment with the drug whould be discontinued. 

The use of phenothiazine derivatives in patients with diminished renal function should be undertaken with caution. 

Use with caution in patients suffering from respiratory impairment due to acute pulmonary infections, or in chronic respiratory 
disorders such as severe atthma ot emphysema. 

in general, phenothiazines, including perphenazine, donot produce psychic dependence. Gastritis, nausea and vomiting, dizziness, 
and tremulousness have been reported following abrupt cessation of high-dose therapy. Reports suggest that these symptoms can 
be reduced by continuing concomitant antiparkinson agents for several weeks after the phenothiazine is withdrawn, 

The possibility of liver damage, corneal and lenticular deposits, and irreversible dyskinesias should be kept in mind when patients 
are on long-term therapy. Because photosensitivity has been reported, undue exposure to the sun should be avoided during 
phenothiazine treatment. 





Informulton for Pailents: This information is intended to aid in the safe and effective use of this medication, Itis nota disclosure of 
all possible adverse or Intended effects. ` ` 
Given the likelihood that a substantial proportion cf patients exposed chronically to neuroleptics will develop tardive dyskinesia, itis 
advised that all patients in whom chronic use is contzmplated be given, if possible, tull information about this risk. The decisionto ` 
inform patients and/or their guardians must obviously take into account the clinical circumstances and the competency of eprint 
to understand the information provided. 
ADVERSE REACTIONS A 
Not ail of the following adverse reactions have been reposted with this specifie drug; however, pharmacological similarities among _ 
various phenothiazine derivatives require that each ba considered. in the case of ne piperazine group {of which perphenazine Is an 
example), the extrapyramidal symptoms are more common, and others {e.9., sedative effects, jaundice, and blood dyscrasias) are 
tess frequently seen. 
CNS Etlects: Extrapyramidal reactions: opisthotonus, ismus, torticollis, retrecollis, aching and numbness of the limbs, motor 
restlessness, oculogyric crisis, hyperreflexia, dystonia, including protrusion, discoloration, aching and rounding of the tongue, 
tonic spasm of the masticatory muscies, tightfeeling nthe throat, slurred speech, dysphagia, akathisia, dyskinesia, parkinsonism, 
and ataxia, Their incidence and severity usually increase with an increase in dosage, but there is considerable individual variation in 
the tendency to develop such symptoms. Extrapyramidal symptoms can uswally be controlled by the concomitant use of effective 
antiparkiagonlan drugs, such as benztrapine mesylate, and/or by reduction in dosage, in some instances, however, these 
extrapyramidal reactions may persist after discontinuation of treatment with perphenaring. 
Paralstent Tardive Dyskinasla: As with ail antipsychoce agents, tardive dyskinesia may appear in some patients on ‘longterm 
therapy or may appear atter drug therapy has been discontinued. Although the risk appears to be greater in atderly patients on high- 
dose therapy, especially temates, it may occur in either sex and in children. Tha symptoms are persistent and in some patients 
appear to be irreversible, The syndrome is characterized by rhythmical, involuntary movaments of the tongue, face, mouth Or jaw 
(e.g. protrusion of tongue, puffing of cheeks, puckering of mouth, chewing movements}. Sometimes these may be accompanied by 
involuntary movements of the extremities. There is no known effective treatment for tardive dyskinesia, antiparkinsoniam agents 
usually do not alleviate the symptoms of this syndrame. It is suggested that alt antipsychotic agents be discontinued if these 
symptoms appear, Should it be necessary to reinstitute treatment, or increase the dosage of the agent, of switch to a different 
antipsychotic agent, the syndrome may be masked It hes been reported that fine, vermicular movements of the tongue may be an 
early sign of the syndrome, and if the medication is stapped at that time the syndrome may not develop. Other CNS effects include 
cerebral edema; abnormality of cerebrospinal fluid proteins; convulsive seizures, particularly in patients with EEG abnormalities or a 
history of such disorders; and headaches, 
Neurateptic malignant syndrome has been reported in patients treated with neuroleptic drugs. (see WARNINGS). 
Drowsiness may occur, particularly during the first or second week, after which it generally disappears. If troublesome, lower the 
dosage. Hypnotic etfacts appear to be minimal, espacially in patients who are permitted to remain active. 
Adverse behavioral effects inctude paradoxical exacerbation of psychotic symptoms, catatonic-like states, paranoid reactions, 
lethargy, paradoxical excitment, restlessness, hyperac:ivity, nocturnal contusion, bizarre dreams. and insomnia, 
Hyperreflexia has been reported in the newborn when < phenothiazine was used during pregnancy, 
Autonomie Effects: dry mouth or salivation, nausea, vomiting, diarrhea, anorexia, constipation, obstipation, fecal impaction, 
Wrinary retention, frequency or incontinence, bladder paralysis, polyuria, nasal congestion, pallor, myosis, mydriasis, blurred 
vision, glaucoma, perspiration, hypertension, hypotension and change in pulse rate occasionally may occur. Significant autonomic 
effects have been infrequent in patients receiving less than 24 mg of perphenazine daily, Adynamic ileus occasionally occurs with 
phenothiazine therapy and if severe can result in complicat ons and death. itis of particular concern in psychiatric patients, who may 
fail to seek treatment of the condition. 
Allargle Effects; urticaria, erythema, eczema, exfotietive dermatitis, pruritus, photosensitivity, asthma, fever, anaphylactoid 
reactions, laryngeal edema and angioneurotic edema, contact dermatitis in nursing personnel administering the drug, and in 
extremely rare instances, individual idiosyatrasy or hypersensitivity to phenothiazines has resulted in cerebral edema, circulatory 
collapse, and death. 
Endocrine Effects: lactation, galatorrhea, moderate breast enlargement in temaies and gynecomastia in males on large doses, 
disteubances in the menstrual cycle, amenorrhea, chances in libido, inhibition of ejaculation, syndrome of inappropriate ADH 
{antidiuretic hormone} secretion, false positive pregnancy tests, hyperglycemia, hypoglycemia, glycosuria, 
Cardtovaseutar Efisets: postural hypotension, tachycardia (especially with sudden marked increase in dosage}, bradycardia, 
cardiac arrest, faintness, and dizziness. Occasionally the hypotensive effect may produce a shock-like condition. ECG changes, 
nonspecific (quinidine-tike effect) usually reversible, rave been observed in some patients receiving phenothiazine tranquilizers. 
Sudden death has occasionally been reported in patients aha have received phenothiazines, in some cases the death was apparently 
dua to cardiac arrest, in others, the cause appeared to be asphyxia due to failure of the cough reflex. in some patients, the cause 
could not be determined nor could it be established that the death was due to the pheaathiazine. 
Hematofagicat Effects: agranulocytosis, eosinophiia, leukopenia, hemolytic anemia, thrombocytopenic purpura, and pan- 
cytopenia. Most cases of agranulcytosis have occurred between the fourth and tenth weeks of therapy. Patients should be watched 
closely especially during that period for the sudden appearance of sore throat or signs of infection. If white blood cells and 
differential cell counts show signticant celfular depressian, discontinue the drug and start appropriate therapy. However, a slightly 
lowered white count is nat in itself an indication to discontinue the drug. 
Other Effects: Special considerations in long-term therapy include pigmentation of the skin, occurring chiefty in the exposed areas, 
ocular changes consisting of deposition of fine particulata matter in the cornea and lens, progressing in more severe cases to star- 
shaped lenticular opacities, epithelial keratopattues, and sigmentary retinopathy. Also noted: peripheral edema, reversed epi- 
nephrine effect, increase in PBI not attributable to an increase in thyroxine, parotid swelling (rare), hyperpyrexia, systemic lupus 
erythematosus-Iike syndrome, increases in appetite and weight, polyphagia, photophobia, and muscle weakness. Liver damage 
(biliary stasis) may occur. Jaundice may occur, usualy 2etween the second and fourth weeks of treatment and is regarded as a 
hypersensitivity reaction. Incidence is low. The clinica! picture resembles infectious hepatitis but with laboratory features of 
obstructive jaundice. It is usually reversible, however, chronic jaundice has been reported. 
OVERDOSAGE 
Inthe event of overdosage, emergency treatment should te started immediately. All patients suspected of having taken an overdose 
should be hospitalized as soan as possible. 
Manitastatlons: Overdosage of perphenazine primarily involves the extrapyramidal mechanism and produces the same side effects 
described under ADVERSE REACTIONS, but to. a more marked degree. It is usually evidenced by stupor or coma; children may have 
convulsive seizures, 
Treatmant: Treatment is symptomatic and supportive. There is no specific antidote. The patient should be induced to vomit even if 
emesis has occurred spontaneously. Pharmacologic vomiting by the administration of ipecac syrup is a preferred method. It should 
be noted that ipecac has a central mode of action in addition to its local gastric irritant properties, and the central mode of action may 
be blocked by the antiemetic effect of perphenazine products Vomiting should not be induced in patients with impaired 
consciousness. The action of ipetac is facilitated by phys cal activity and by the administration of 8 to 12 fluid ounces of water. it 
emesis does not occur within 15 minutes, the dose of ipecac should be repeated. Precautions against aspiration must be taken, 
especially in infants and children. Following emesis, any drag remaining in the stomach may be absorbed by activated charcoa! 
administered as a slurry with water. H vomiting is unsuccessful or contraindicated, gastric favage should be performed. isntonic 
and one halfisotonic saline are the lavage solutions of choice. Safine cathartics, such as milk of magnesia, draw water into the bowel 
by osmosis and therefore may be valuable for their action in rapid dilution of bowel content. Standard measures (oxygen, 
intravenous fluids, corticosteroids) should be used to manage circulatory shock or metabolic acidosis. An open airway and 
adequate fluid intake should be maintained. Body temperature should be regulated. Hypothermia is expected, but severe 
hyperthermia may occur and must be treated vigorously. (See CONTRAINDICATIONS.) 
Anelectrocardiogram shouid be taken and close monitoring o? cardiac function instituted if there is any sign of abnormality. Cardiac 
arrhythmias may be treated with neostigmine, pyridostigmine, or propranolol. Digitalis should be considered for cardiac failure. 
Close monitoring of cardiac function is advisable for not less than five days. Vasopressars such as norepinephrine may be used to 
treat hypotension, but epinephrine should NOT be used. 
Anticonvulsants (an inhalation anesthetic, diazepam, ar paraldehyde} are recommended for contro! of convutsions, since 
perphenazing increases the central nervous system depressant action, but not the anticonvulsant action of barbiturates, 
H acute parkinson-like symptoms result from perphenazine intoxication, benztropine mesylate or diphenhydramine may be 
administered, 
Centrat nervous system depression may be treated with non-convulsant doses of CNS stimulants, Avoid stimulants that may cause 
convulsions (e.g. picrotoxin and pentylenetetrazol), 
Signs of arousal may not occur for 48 hours. 
Dialysis is of no vatue because of low plasma concentrations af the drug. 
Since overdosage is often deliberate, patients may attempt suicide by other means during the recovery phase, Deaths by deliberate 
or accidental overdosage have occurred with this class of drug. 
DOSAGE AND ADMINISTRATION 
Dosage must be individualized and adjusted according to the severity of the condition and the response obtained, As with all potent 
drugs, the best dose is the lowest dose that will produce the desired clinical effect. Since extrapytramidal symptoms increase in 
frequency and severity with increased dosage, it is important to emptoy the lowest effective dose. These symptoms have 
disappeared upon reduction of dosage, withdrawal of the drug or administration of an anti-parkinsonian agent. 
Prolonged administration of doses exceeding 24 mg daily should be reserved for hospitalized patients or patients under continued 
observation tor early detection and management of acvevse reactions. An antiparkinsonian agent, such as trihexyphenidy! 
hydrochloride or benztropine mesylate, is valuable in controlting drug-induced extrapyramidal symptoms, 
Suggested dosages for various conditions follow: 
Moderately disturbed non-hospltallzed psychotic patients: 4 to 8 mg t.i.d. initially; reduce as soon as possible to minimum 
effective dosage. 
Hospitalized paychotie patients: 8 to 16 mg b.i.d. to q.i.d.; avoid dosages in excess of 64 mg daily. 
Severe nausea and vomiting in adults: 8 to 16 mg daily in divided doses; 24 mg cccasionally may be necessary; early dosage 
reduction is desirable, 
HOW SUPPLIED 
Available as a round, gray tablet imprinted 3667/2 on one side and Zenith logo on opposite side containing 2 mg of perphenazine, 
USP, as around gray tablet imprinted 3665/4 on one side and Zenith jogo on opposite side containing 4 mg of perphenazine, USP, as 
A found, gray tablet imprinted 3669/8 on one side and Zenith Ingo on opposite side containing 8 mg of perphenazine, USP, as a 
round, gray tablet imprinted 3670/16 on one side and Zenith logo on opposite side containing 16 mg of perphenazing. USP. All 
skengths are packaged in bottles of 100 and 500 tablets. 
NDC Numbers: 2mg smg 
0172-3667-60 ( 1009's} 0172-3668-60 ( 100s} 
0172-3867-70 { 50's} 0172-3668-70 ( 500's) 
8 mg 16 mg 
0172-3669-60 ( 100’s} 0172-3670-60 £ 100's} 
0172-3669-79 ( 500's) 0172-3670-70 ( 500's} 
PHARMACIST: Dispense in tight, light-resistant container as detined in the USP. Use child resistant closure. 
Store at controlled room temperature 15-30°C (59-86°F). 
CAUTION: Federat iaw prohibits dispensing without prescription 
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IOW AVAILABLE FOR DEPRESSION IN A WIDE RANGE OF PATIENTS 





NEW Wellbutrin 
(BUPROPION HCI) 
helps clear 
depression with 
few life-style 
disruptions. 





Chemically unique WELLBUTRIN 


Helps clear depression 
with few life-style disruptions. 












Relieves depression as 
effectively as amitriptyline. 


Clinical Global Improvement* 





very much improved 


5 
Drug Day 





0 8 #15 22 29 43 
* Adapted from Mendels et al.’ x 
tDosages were 300 to 450 mg/day for WELLBUTRIN, 
75 to 150 mg/day for amitriptyline. 


Please review IMPORTANT CONSIDERATIONS BEFORE 
PRESCRIBING WELLBUTRIN and brief summary on the last aN 
pages of this advertisement before prescribing WELLBUTRIN. sess 












Relieves depression with 
no clinically significant effect 
on cardiac conduction. 


Average Change in EKG Parameters 
from Baseline Values During Treatment* 


PR Interval 


E Amitriptyline 
(n=23) 


Wellbutrin 
(n=23) 








QRS Duration 
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Placebo baseline Milliseconds we h 
* Adapted from Wenger et al.? E 





“By contrast, the present results with bupropion support the in vitro data 
demonstrating that this antidepressant lacks these undesirable electro- 
physiologic properties, and imply that bupropion has a substantially wider 
margin of safety in man than amitriptyline with regard to cardiac conduction. ”? 








Relieves depression with pe: 
no clinically significant 
orthostatic hypotension. 


Orthostatic Blood Pressure Change (mm Hg)* 
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™ Wellbutrin 


(BUPROPION HC)) 


Helps clear depression with few life-style disruptions. 


See brief summary of full prescribing information 
on last pages of this advertisement. 





Chemically unique WELLBUTRIN 
Helps clear depression 
with few life-style disruptions. 


















Relieves depression with few 
anticholinergic side effects. 


Percent Difference in Anticholinergic Effects 
Relative to Placebo* 
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Dry Constipation Blurred Urinary 
mouth vision retention 





* Data on file, Burroughs Wellcome Co.* 


Relieves depression with 
little or no weight gain. 


Change in Body Weight (percent of patients; n=341)* 


62.8% 





No weight change 


Lost = 6 Ib 


9.4% 
Gained > 6 Ib 


———— ew 
90.6% gained no weight 


* Data on file, Burroughs Wellcome Co.* 











Relieves depression with little 
or no daytime drowsiness. 


Percent of Patients Reporting 
Treatment-Related Drowsiness* 


50 









20 


Percent of Patients 








Wellbutrin Amitriptyline 
(n=98) (n=49) 


* Data on file, Burroughs Wellcome Co.‘ 





In placebo-controlled clinical trials, the incidence of drowsiness’ for patients 
treated with WELLBUTRIN was 19.8%, versus 19.5% for those receiving placebo. 


Agitation and Insomnia: A substantial proportion of patients treated with 
WELLBUTRIN experience some degree of increased restlessness, agitation, 
anxiety, and insomnia, especially shortly after initiation of treatment. In 
clinical studies, these symptoms were sometimes of sufficient magnitude 
to require treatment with sedative/hypnotic drugs. In approximately 2% of 
patients, symptoms were sufficiently severe to require discontinuation of 
WELLBUTRIN treatment. 


“As with all drugs in this category, patients should be cautioned that the ability to 
perform tasks requiring judgment or motor and cognitive skills may be impaired. 


e Wellbutrin 


(BUPROPION HCÌ) 


Helps clear depression with few life-style disruptions. 


See brief summary of full prescribing information 
on last pages of this advertisement. 








Wellbutrin helps clear depression with few life-style disruptions. 


Important considerations before 
prescribing WELLBUTRIN. 


Patient Selection Criteria 
WELLBUTRIN is contraindicated in patients 
e with a seizure disorder 
e with a current or prior diagnosis of bulimia or 
anorexia nervosa 
® on monoamine oxidase (MAO) inhibitor therapy 
e who are allergic to it 
(See CONTRAINDICATIONS section of full prescribing 
information.) 


WELLBUTRIN should be administered with extreme 
caution to patients 
e with a history of seizure, cranial trauma, 
or other factors that predispose toward seizure 
e taking other agents or other treatment regimens that 
may lower seizure threshold 
(See WARNINGS section of full prescribing information.) 
Overdosage 
In 13 cases of overdose involving WELLBUTRIN, there 
were no deaths or lasting sequelae. 
Seizures 
A wide range of seizure rates has been reported with 


antidepressant therapy with some reports as low as 0.1%. 


The incidence of seizures with WELLBUTRIN is approxi- 
mately 0.4%, which may be as much as fourfold higher 
than some other antidepressants, although no direct 
comparative studies have been conducted. 

Dosage and Administration 

The recommended starting dose of WELLBUTRIN is 200 


mg/day given as 100 mg b.i.d. Based on clinical response, 


this dose may be increased to 300 mg/day given 
as 100 mg t.i.d. no sooner than three 
days after beginning therapy. 


Dosing Regimen 
Treatment | Total Tablet Number of Tablets 
Daily Dose |Strength Momms — Evening 


Day 
200mg | 100mg 
300mg _ | 100mg i 


1-3 
An increase in dosage, up to a maximum of 450 mg/ 
day, given in divided doses of not more than 150 mg 
each, may be considered for patients in whom no 
clinical improvement is noted after several weeks of 
treatment at 300 mg/day. Increases in dose should not 
exceed 100 mg/day in a three-day period. WELLBUTRIN 
is available in both 75 mg and 100 mg tablets. 
Important: No single dose of WELLBUTRIN should 
exceed 150 mg because a higher incidence of 
seizures has been observed in patients receiving 
higher individual doses of WELLBUTRIN. For this 
reason, too, patients should be reminded that they 
should not double up on any dose because they 
missed a previous one. Dosage should not exceed 
450 mg per day (see WARNINGS). 


Clinical trials involving more than 7,000 depressed 

patients and over 200 investigators demonstrated that 

WELLBUTRIN relieves depression in a wide range 

of patients: 

- with no clinically significant effects on cardiac 
conduction 

- with no clinically significant orthostatic hypotension 

- with few anticholinergic side effects 

- with little or no weight gain 

- with little or no daytime drowsiness 


Wellbutrin 


(BUPROPION HCI) 


See brief summary of full prescribing informatio 
on last pages of this advertisement. 





















WELLBUTRIN?® (europion nyorocnorng Tablets 


Before prescribing, please consult complete product information, a summary ot which 
follows: 


INDICATIONS AND USAGE: Wellbutrin is indicated for the treatment of depression. A physi- 
clan considering the initiation of Wellbutrin should be aware that the drug may cause 
generalized seizures with an approximate incidence of 0.4% (4/1000). This incidence may 
exceed that of other antidepressants as much as fourfold. This relative risk is only an ap- 
proximation since no direct comparative studies have been conducted. 


CONTRAINDICATIONS: Wellbutrin is contraindicated in patients: with a seizure disorder; 
with a current or prior diagnosis of bulimia or anorexia nervosa, because of a higher in- 
cidence of seizures noted in such patients; who have shown an allergic response to it; or 
who are currently being treated with an MAO inhibitor. At least 14 days should elapse be- 
tween discontinuation of an MAO inhibitor and initiation of treatment with Wellbutrin. 


WARNINGS: 

SEIZURES: Wellbutrin is associated with seizures in approximately 0.4% (4/1008) of pa- 
tients treated at doses up to 450 mg/day. This incidence of seizures may exceed that of 
ather marketed antidepressants by as much as fourfold. This relative risk is onty an ap- 
proximate estimate because no direct comparative studies have been conducted, The 
estimated seizure incidence for Wellbutrin increases almost tenfold between 450 and 600 
mg/day, which is twice the usually required daily dose (300 mg) and one and one-third 
the maximum recommended daily dose (450 mg). Given the wide variability among in- 
dividuals and their capacity to metabolize and eliminate drugs, this disproportionate in- 
crease in seizure incidence with dose incrementation calls for caution in dosing. 
During the pre-approval evaluation period, 25 among approximately 2400 patients treated 
with Wellbutrin experienced seizures. Atthe time of seizure, 7 patients were receiving dai- 
ly doses of 450 mg or below, for an incidence of 0.33% (3/1000) within the recommended 
dose range. Twelve (12) patients experienced seizures at 600 mg per day (2.3% incidence); 
G additional patients had seizures at daily doses between 600 and 900 mg (2.8% incidence). 
Aseparate, prospective study was conducted to determine the incidence af seizure during 
an 8 week treatment exposure in approximately 3200 additional patients who received dai- 
ly doses of up to 450 mg. Patients were permitted to continue treatment beyond 8 weeks 
if clinically indicated. Eight (8) seizures occurred during the initial 8 week treatment period 
and 5 seizures were reported in patients continuing treatment beyond 8 weeks, resulting 
in a total seizure incidence of 0.4%. 

The risk of seizure appears to be strongly associated with dose and the presence of 
predispasing factors. A significant predisposing factor (e.g., history of head trauma or prior 
seizure, CNS tumor, concomitant medications that lower seizure threshold, etc.) was present 
in approximately one-half of the patients experiencing a seizure. Sudden and large in- 
crements in dose may contribute to increased risk. While many seizures occurred early 
in the course of treatment, some seizures did occur after several weeks at fixed dose. 
Recommendations for reducing the risk of seizure: Retrospective analysis of clinical ex- 
perience gained during the development of Wellbutrin suggests that the risk of seizure may 
be minimized if (1) the total daily dose of Wellbutrin does not exceed 450 mg, (2) the daily 
dose is administered t.i.d., with each single dase not to exceed 150 mg to avoid high peak 
concentrations of bupropion and/or its metabolites, and (3) the rate of incrementation of 
dose is very gradual. Extreme caution should be used when Wellbutrin is (1) administered 
to patients with a history of seizure, cranial trauma, or other predisposition(s) toward seizure, 
or (2) prescribed with other agents (e.g., antipsychotics, other antidepressants, etc.) or 
treatment regimens (e.g., abrupt discontinuation of a benzodiazepine) that lower seizure 
threshold. 

Potential for Hepatatoxicity: In rats receiving large doses of bupropion chronically, there 
was an increase in incidence of hepatic hyperplastic nodules and hepatocellular hypertrophy. 
In dogs receiving targe doses of bupropion chronically, various histologic changes were 
seen in the liver, and laboratory tests suggesting mild hepatocellular injury were noted. Al- 
though scattered abnormalities in liver function tests were detected in patients participating 
inclinical trials, there is no clinical evidence that bupropion acts as a hepatotoxin in humans. 


PRECAUTIONS: 

General: 

Agitation and Insomnia: A substantial proportion of patients treated with Wellbutrin ex- 
perience some degree of increased restlessness, agitation, anxiety, and insomnia, especially 
shortly after initiation of treatment. In clinical studies, these symptoms were sometimes 
of sufficient magnitude to require treatment with sedative/hypnotic drugs. In approximately 
2% of patients, symptoms were sufficiently severe to require discontinuation of Wellbutrin 
treatment. 


Psychosis, Confusion, and Other Neuropsychiatric Phenomena: Patients treated with 
Wellbutrin have been reported to show a variety of neuropsychiatric signs and symptoms 
including delusions, hallucinations, psychotic episodes, confusion, and paranoia. Because 
of the uncontralled nature of many studies, it is impossible to provide a precise estimate 
of the extent of risk imposed by treatment with Wellbutrin. In several cases, neuropsychiatric 
phenomena abated upon dose reduction and/or withdrawal of treatment. 

Activation of Psychosis and/or Mania: Antidepressants can precipitate manic episodes in 
Bipolar Manic Depressive patients during the depressed phase of their illness and may ac- 
tivate latent psychosis in other susceptible patients. Wellbutrin is expected to pose similar 
risks. 

Altered Appetite and Weight: A weight loss of greater than 5 pounds occurred in 28% of 
Wellbutrin patients. This incidence is approximately double that seen in comparable pa- 
tients treated with tricyclics or placebo. Furthermore, while 34.5% of patients receiving 
tricyclic antidepressants gained weight, only 9.4% of patients treated with Wellbutrin did. 
Consequently, if weight loss is a major presenting sign of a patient’s depressive illness, 
the anorectic and/or weight reducing potential of Wellbutrin should be considered. 
Suicide: The possibility of a suicide attempt is inherent in depression and may persist until 
Significant remission occurs. Accordingly, prescriptions for Wellbutrin should be written 
for the smallest number of tablets consistent with good patient management. 


CO aaa 


Usein Patients with Systemic Iliness: Thereis no clinical experience establishing the safe- 
ty of Wellbutrin in patients with a recent history of myocardial infarction or unstable heart 
disease. Therefore, care should be exercised if it is used in these groups. Wellbutrin was 
well tolerated in patients who had previously developed orthostatic hypotension while receiv- 
ing tricyclic antidepressants. 

Because bupropion HCI and its metabolites are almost completely excreted through the kidney 
and metabolites are likely to underga conjugation in the liver prior to urinary excretion, treat- 
ment of patiants with renal or hepatic impairment should be initiated at reduced dosage 
as bupropion and its metabolites may accumulate in such patients beyond concentrations 
expected in patients without renal or hepatic impairment. The patient should be closely 
monitored for possible toxic effects of elevated blood and tissue levels of drug. and metabolites. 
Information for Patients: 

Patients should be instructed to take Wellbutrin in equally divided doses three or four times 
a day to minimize the risk of seizure. 

Patients should be told that any CNS-active drug like Wellbutrin may impair their ability to 
perform tasks requiring judgment or motor and cognitive skills. Consequently, until they 
are reasonably certain that Wellbutrin does not adversely affect their performance they should 
refrain from driving an automobile or operating complex, hazardous machinery. 
Patients should be told that the use and cessation of use of alcohol may alter the seizure 
threshold, and, therefore, that the co1sumption of alcohol should be minimized, and, if possi- 
ble, avoided completely. 

Patients should be advised to inform their physician if they are taking or plan to take any 
prescription or over-the-counter drugs. 

Patients should be advised to notify their physician if they become pregnant or intend to 
become pregnant during therapy. 

Drug Interactions: No systematic data have been collected on the consequences of the con- 
comitant administration of Wellbutrin and other drugs. 

However, animal data suggest that Wellbutrin may be an inducer of drug metabolizing en- 
zymes. This may be of potential clinical importance because the bicod leveis of co- 
administered drugs may be altered. 

Alternatively, because buprop‘on is extensively metabolized, the co-administration of oth- 
er drugs may affect its clinical activity. In particular, care should be exercised when ad- 
ministering drugs known to affect hepatic drug metabolizing enzyme systems (e.9., car- 
bamazepine, cimetidine, phenobarbital, phenytoin). 

Studies in animals demonstrate that the acute toxicity of bupropion is enhanced by the MAO 
inhibitor phenelzine (see CONTRAINDICATIONS), 

Limited clinical data suggest a higher incidence of adverse experiences in patients receiv- 
ing concurrent administration of Wellbutrin and L-dopa. Administration of Wellbutrin to pa- 
tients receiving L-dopa concurrently should be undertaken with caution, using small initial 
doses and small gradual dose increases. 

Concurrent administration of Wellbutrin and agents which lower seizure threshold should 
be undertaken only with extreme caution (see WARNINGS). Low initial dosing and small 
gradual dose increases should be employed. 

Carcinogenesis, Mutagenesis, Impairment af Fertility: Lifetime carcinogenicity studies were 
performed in rats and mice at doses up to 300 and 150 mg/kg/day, respectively. In the 
rat study there was an increase in nodular proliferative lesions of the liver at doses of 100 
to 300 mg/kg/day; lower doses were not tested. The question of whether or not such te- 
sions may be precursors of neoplasms of the liver is currently unresolved. Similar liver le- 
sions were not seen in the mouse study, and no increase in malignant tumors of the liver 
and other organs was seen in either study. 

Bupropion produced a borderline positive response (2-3 times control mutation rate) in some 
Strains in the Ames bacterial mutagenicity test, and a high oral dose (300, but not 100 or 
200 mg/kg} produced a low incidence of chromosomal aberrations in rats. The relevance 
ofthese results in estimating the risk of human exposure to therapeutic doses is unknown. 
A fertility study was performed in rats; no evidence of impairment of fertility was encountered 
at orai doses up to 300 mg/kg/day. 

Pregnancy: Teratogenic Effects: Pregnancy Category B: Reproduction studies have been 
performed in rabbits and rats at doses up to 15-45 times the human daily dase and have 
revealed no definitive evidence of impaired fertility or harm to the fetus due to bupropion. 
(in rabbits, a slightly increased incidence of fetal abnormalities was seen in two studies, 
but there was no increase in any specific abnormality). There are no adequate and well- 
controlled studies in pregnant women. Because animal reproduction studies are not always 
predictive of human response, this drug should be used during pregnancy only if clearly 
needed. 

Labor and Delivery: The effect of Wellbutrin on labor and delivery in humans is unknown. 
Nursing Mothers: Because of the potential for serious adverse reactions in nursing infants 
from Wellbutrin, a decision should be made whether to discontinue nursing or to discon- 
tinue the drug, taking into accourt the importance of the drug to the mother. 

Pediatric Use: The safety and effectiveness of Wellbutrin in individuals under 18 years old 
have not been established. 

Use in the Elderty: Wellbutrin has not been systematically evaluated in older patients. 


ADVERSE REACTIONS: (See also WARNINGS and PRECAUTIONS) Adverse events com- 
manly encountered in patients treated with Wellbutrin are agitation, dry mouth, insomnia, 
headache/migraine, nausea/vomiting, constipation, and tremor. 

Adverse events were sufficiently troublesome to cause discontinuation of Wellbutrin treat- 
ment in approximately ten percent of the 2400 patients and volunteers who participated 
in the product's pre-approval clinical trials. The more common events causing discontinuation 
include neuropsychiatric disturbances (3.0%), primarily agitation and abnormalities in men- 
tal status; gastrointestinal disturbances (2.1%), primarily nausea and vomiting; neurological 
disturbances (1.7%), primarily seizures, headaches, and sleep disturbances; and der- 
matologic problems (1.4%), primarily rashes. it is important to note, however, that many 
of these events occurred at doses that exceed the recommended daily dose. 


Finn 


The table below is presented solely to indicate the relative frequency of adverse events 
reported in representative controlled clinical studies conducted to evaluate the safety and 
efficacy of Wellbutrin under relatively similar conditions of daily dosage (300-600 mg), set- 
ting, and duration (3-4 weeks). The figures cited cannot be used to predict precisely the 
incidence of untoward events in the course of usual medical practice where patient 
characteristics and other factors must differ from those which prevailed in the clinical trials. 
These incidence figures also cannot be compared with those obtained from other clinical 
studies involving related drug products as each group of drug trials is conducted under 
a different set of conditions. 

Finally, it is important to emphasize that the tabulation does not reflect the relative severity 
and/or clinical importance of the events. A better perspective on the serious adverse events 
associated with the use of Wellbutrin is provided in the WARNINGS and PRECAUTIONS 
sections. 

TREATMENT EMERGENT ADVERSE EXPERIENCE INCIDENCE 


IN PLACEBO-CONTROLLED CLINICAL TRIALS* 
(Percent of Patients Reporting) 





Patients Patients 
Adverse Experience (n = 323) (n = 185) 


s 
is 
H 
8 


Adverse Experience (n = 323 
CARDIOVASCULAR Dry Mouth 27.6 18.4 
Cardiac Arrhythmias 5.3 4.3 Excessive Sweating 22.3 14.6 
Dizziness 22.3 16.2 Headache/ Migraine 25.7 22.2 
Hypertension 43 1.6 Impaired Sleep Quality 4.0 1.6 
Hypotension 2.5 2.2 Increased Salivary Flow 3.4 3.8 
Palpitations 3.7 22 Insomnia 18.6 15.7 
Syncope 1.2 0.5 Muscle Spasms 1.9 3.2 
Tachycardia 10.8 8.6 Pseudoparkinsonism 1.5 1.6 
DERMATOLOGIC Sedation 19.8 19.5 
Pruritus 2.2 0.0 Sensory Disturbance 4.0 3.2 
Rash 8.0 6.5 Tremor 21.1 7.6 
GASTROINTESTINAL NEUROPSYCHIATRIC 
Anorexia 18.3 18.4 Agitation 31.9 22.2 
Appetite Increase 3.7 2.2 Anxiety 31 11 
Constipation 26.0 17.3 Contusion 8.4 49 
i 68 8.6 Decreased Libido 31 1.6 
z 3.1 2.2 Delusions 1.2 11 
Nausea/ Vomiting 22.9 18.9 Disturbed Concentration 3.1 3.8 
Weight Gain 13.6 22.7 Euphoria 12 05 
ight Loss 23.2 23.2 Hostility 56 38 
gee ab 3.1 | NONSPECIFIC 
A 5 E Fatigue 5.0 8.6 
Menstrual Complaints 4.7 1.1 Fever/Chills 12 05 
Urinary Frequency 2.5 2.2 ` 
Urinary Retention 1.9 2.2 RESPIRATORY 
MUSCULOSKELETAL Upper Respiratory 
Arthritis s4 27 Complaints 5.0 11.4 
NEUROLOGICAL SPECIAL SENSES 
Akathisia ad 1.5 1.1 Auditory Disturbance 5.3 3.2 
Akinesia/Bradykinesia 8.0 8.6 Blurred Vision 14.6 10.3 
Cutaneous Tempera- Gustatory Disturbance 31 11 
ture Disturbance 19 1.6 


*Events reported by at least 1% of Wellbutrin patients are included. 


Other events observed during the entire pre-approval evaluation of Wellbutrin: During its 
pre-approval assessment, Wellbutrin was evaluated in almost 2400 subjects. The condi- 
tions and duration of exposure to Wellbutrin varied greatly and a substantial proportion of 
the experience was gained in open and uncontrolled clinical settings. During this experience, 
numerous adverse events were reported; however, without appropriate controls, it is im- 
possible to determine with certainty which events were or were not caused by Wellbutrin. 
The following enumeration is organized by organ system and describes events in terms of 
their relative frequency of reporting in the data base. Events of major clinical importance 
are also described in the WARNINGS and PRECAUTIONS sections of the labeling. 

The following definitions of frequency are used: Frequent adverse events are defined as 
those occurring in at least 1/100 patients. Infrequent adverse events are those occurring 
in 1/100 to 1/1000 patients, while rare events are those occurring in less than 1/1000 
patients. 

Cardiovascular: Frequent was edema; infrequent were chest pain, EKG abnormalities 
(premature beats and nonspecific STT changes), and shortness of breath/dyspnea; and 
fare were pallor and phlebitis. 

Dermatologic: Frequent were nonspecific rashes; infrequent were alopecia and dry skin, 
rare were change in hair color and hirsutism. 

Endocrine: \ntrequent was gynecomastia; rare were glycosuria and hormone level change. 
Gastrointestinal: Infrequent were dysphagia, thirst disturbance, and liver damage/jaun- 
dice; rare were rectal complaints, colitis, G.I. bleeding, and intestinal perforation. 
Genitourinary: Frequent was nocturia; infrequent were vaginal irritation, testicular swell- 
ing, urinary tract infection, painful erection, and retarded ejaculation; rare were dysuria, 
enuresis, urinary incontinence, menopause, ovarian disorder, pelvic infection, cystitis, 
dyspareunia, and painful ejaculation. 

Hematologic/Oncologic: Rare was lymphadenopathy. 

Neurological: (see WARNINGS) Frequent were ataxia/incoordination, seizure, myoclonus, 
dyskinesia, and dystonia; infrequent were mydriasis, vertigo, and dysarthria; and rare were 
EEG abnormality, abnormal neurological exam, impaired attention, and sciatica. 


Neuropsychiatric: (see PRECAUTIONS) Frequent were mania/hypomania, increased libido, 
hallucinations, decrease in sexual function, and depression; infrequent were memory im- 
pairment, depersonalization, psychosis, dysphoria, mood instability, paranoia, formal 
thought disorder, and frigidity; rare was suicidal ideation. 

Oral Complaints: Frequent was stomatitis; infrequent were toothache, bruxism, gum ir- 
ritation, and oral edema; rare was glossitis. 

Respiratory: \nfrequent were bronchitis and shortness of breath /dyspnea; rare were epistaxis 
and rate or rhythm disorder. 

Special Senses: Infrequent was visual disturbance; rare was diplopia. 

Nonspecific: Frequent were flu-like symptoms; infrequent was nonspecific pain; rare were 
body odor, surgically related pain, infection, medication reaction and overdose. 
Post-Approval Reports: The following additional events were rarely observed (less than 
1/1000 patients) post-approval. 

Cardiovascular: Flushing and myocardial infarction. 

Dermatologic: Acne. 

Gastrointestinal: Stomach ulcer 

Hematologic/Oncologic: Anemia and pancytopenia. 

Neurological: Aphasia. 

Musculoskeletal: Musculoskeletal chest pain. 

Respiratory: Pneumonia and pulmonary embolism. 


OVERDOSAGE: 

Human overdose experience: There has been limited clinical experience with overdosage 
of Wellbutrin. Thirteen overdoses occurred during clinical trials. Twelve patients ingested 
850 to 4200 mg and recovered without significant sequelae. Another patient who ingested 
9000 mg of Wellbutrin and 300 mg of tranyicypromine experienced a grand mal seizure 
and recovered without further sequelae. 


DOSAGE AND ADMINISTRATION: 

General Dosing Considerations: It is particularly important to administer Wellbutrin in a man- 
ner most likely to minimize the risk of seizure (see WARNINGS). Increases in dose should 
not exceed 100 mg/day in a 3 day period. Gradual escalation in dosage is also important 
if agitation, motor restlessness, and insomnia, often seen during the initial days of treat- 
ment, are to be minimized. If necessary, these effects may be managed by temporary reduc- 
tion of dose or the short-term administration of an intermediate to long-acting sedative hyp- 
notic. A sedative hypnotic usually is not required beyond the first week of treatment. In- 
somnia may also be minimized by avoiding bedtime doses. If distressing, untoward effects 
supervene, dose escalation should be stopped. 

No single dose of Wellbutrin should exceed 150 mg. Wellbutrin should be administered t.i.d., 
preferably with at least 6 hours between successive doses. 

Usual Dosage for Adults: The usual adult dose is 300 mg/day, given t.i.d. Dosing should 
begin at 200 mg/day, given as 100 mg b.i.d. Based on clinical response, this dose may 
be increased to 300 mg/day, given as 100 mgt.i.d., no sooner than 3 days after beginning 
therapy (see table below). 








Dosing Regimen 
Treatment Total Tablet Number of Tablets 
Day Daily Dose Strength Morning Midday Evening 
1 200 mg 100 mg 1 0 1 
4 300 mg 100 mg 1 1 1 


Increasing the Dosage Above 300 mg/Day: As with other antidepressants, the full an- 
tidepressant effect of Wellbutrin may not be evident until 4 weeks of treatment or longer. 
An increase in dosage, up toa maximum of 450 mg/day, given in divided doses of not more 
than 150 mg each, may be considered for patients in whom no clinical improvement is noted 
after several weeks of treatment at 300 mg/day. Dosing above 300 mg/day may be ac- 
complished using the 75 or 100 mg tablets. The 100 mg tablet must be administered q.i.d. 
with at least 4 hours between successive doses, in order not to exceed the limit of 150 mg 
in a single dose. Wellbutrin should be discontinued in patients who do not demonstrate an 
adequate response after an appropriate period of treatment at 450 mg/day. 

Elderly Patients: In general, older patients are known to metabolize drugs more slowly and 
to be more sensitive to the anticholinergic, sedative, and cardiovascular side effects of an- 
tidepressant drugs. 


References: 1. Mendels J, Amin MM, Chouinard G, et al. 

A comparative study of bupropion and amitriptyline in depressed 
outpatients. J Clin Psychiatry. 1983;44(5, sec 2):118-120. 2. Wenger 
TL, Cohn JB, Bustrack J. Comparison of the effects of bupropion 
and amitriptyline on cardiac conduction in depressed patients. 

J Clin Psychiatry. 1983;44(5, sec 2):174-175. 3. Farid FF, Wenger TL, 
Tsai SY, et al. Use of bupropion in patients who exhibit orthostatic 
hypotension on tricyclic antidepressants. J Clin Psychiatry. 1983;44 
(5, sec 2):170-173. 4. Data on file, Burroughs Wellcome Co. 
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DEPRESSION, DEMENTIA, AND “HYSTERIA” 


New Books in Psychiatry from Johns Hopkins 


‘PERSPECTIVES 
ON “HYSTERIA” 


` Phillip R. Slavney, M.D. 


“Despite condemnation from physicians and 
feminists, the concept of ‘hysteria’ is alive 
and well in the practice of medicine. No term 
So vilified is yet so popular; none so near 
extinction is in better health,” writes Phillip 

_ Slayney. 


‘The coauthor of The Perspectives of Psychiatry and Psychiatric Polar- 
. ities explores the historical, intellectual, and clinical roots of a condition 
- that has puzzled experts for centuries. Tracing modern psychiatry's 

. emerging understanding and treatment of “hysteria,” he examines 
questions and controversies that still spark debate. Does the term 
“hysterical” refer to a disease, a personality, or a type of behavior? Is 
there a difference between “hysteria” and malingering? And whatever 
the concept means, why should it be used more often in reference to 
women than to men? 


In answering such questions, Slavney employs both methodological 
analysis and clinical example. Reasoning about “hysteria” must be 
broad-minded, he argues, but it must also be tough-minded. The debate 
concerns more than terminology. Slavney concludes that the phenomena 
associated with “hysteria” are clinical realities that cannot be dismissed 


“| for political or philosophical reasons. 


$24.00 ) hardcover 


Also available 


THE PERSPECTIVES OF PSYCHIATRY 
"Paul R. McHugh, M.D., and Phillip R. Slavney, M:D. 


‘This brilliant book illuminates psychiatry more clearly than any other 
work | know." Park Elliot Dietz, M.D., M.PH., New England Journal 
of Medicine 


= $22.00 hardcover $8.95 paperback 


PSYCHIATRIC POLARITIES 
- Methodology and Practice 


` Phillip R. Slavney, M.D., and Paul R. McHugh, M.D. 


“An excellent introduction to the issues and probably an excellent antidote 


a to (premature) dogmatism." Derek Bolton, British Journal of Psychiatry. 


` $17.50 hardcover 





THE GENETICS OF 
MOOD DISORDERS 


Ming T. Tsuang, M.D., Ph.D., D.Sc., and 
Stephen V. Faraone, Ph.D. 


A significant amount of evidence ind cates 
that genetic transmission plays a substantial 
role in the etiology of mood disorders. In 

this volume, Ming Tsuang, an internationally 
recognized expert on the genetics and psy- 
chopathology of major psychiatric disorders, and Stephen Faraone 
provide an integrated, in-depth examination of the genetics of mood 
disorders. They discuss the epidemiologic data available on depression , 
and mania, the methodology of genetic studies, the use of modeling, 


„genetic linkage and association studies, and the use of biological 


markers as ‘a promising area of future research. 
$40.00 hardcover 


DEMENTIA CARE 
Patient, Family, and Community 


edited by Nancy L. Mace 


Nancy Mace,.co-author of the bestselling 36-Hour Day, brings together 
a group of authorities from a broad range of fields in a book written 
specifically for health care professionals. Dementia Care provides+the . 
practitioner with the clinical skills needed for the daily management of 
persons with dementing illnesses, Contributors include Peter White- 
house, Dorothy Coons, Lisa-Gwyther, and Robert Cook-Deegan. 


$34.50 hardcover 


DEPRESSION, THE MOOD DISEASE 


Francis M. Mondimore, M.D. 


A book you can recommend to your patients: a consumer's guide to 
state-of-the-art treatment for depression. It tells readers exactly what 
they need to know about the causes, symptoms, and treatment of 
depression — from antidepressant drugs and ECT to panic attacks 
and Seasonal Affective Disorder. 


“This is a thoughtful and carefully written book that will be helpful to 
patients and families who are burdened by the problems of depression. 
It is enlightened in its attitudes and illuminating in its case examples.” 
— Paul R. McHugh, M.D., Psychiatrist-in-Chief, The Johns Hopkins 
Medical Institutions 


$17.95 hardcover 


To order, call 1-800-537-JHUP 


THE JOHNS HOPKINS UNIVERSITY PRESS 


701 West 40th Street, Suite 275, Baltimore, Maryland 21211 _ l 
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CLOZARIL 


(clozapine) 
TABLETS 





CAUTION: Federal law prohibits dispensing without a prescription. 


CONTRAINDICATIONS 

CLOZARIL is contraindicated in patients with myeloproliferative disorders, or a history of 
CLOZARIL-induced agranulocytosis or severe granulocytopenia. CLOZARIL should not be used si- 
multaneously with other agents having a well-known potential to suppress bone marrow function, As 
with more typical antipsychotic drugs, CLOZARIL is contraindicated in severd central nervous system 
depression or comatose states from eny cause. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATEN- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT IS STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL IS AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM 
(CPMSS*), 





Agranulocytosis, defined as a granulocyte count (polys + bands) of less than 500 per 
mm}, has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 1.3%, based on the occurrence of 15 U.S. cases out of 
1743 patients exposed to CLOZARIL during its clinical testing prior to domestic marketing. 
All of these cases occurred at a time when the need for close monitoring of WBC counts was 
already recognized. This reaction could prove fatal if not detected early and therapy 
interrupted. While no fatalities khave been associated with the U.S. agranulocytosis cases, 
and all cases have recovered fully, the U.S. sample is too small to reliably estimate the case 
fatality rate. Of the 112 cases of agranulocytosis reported worldwide in association with 
CLOZARIL use as of December 31, 1986, 35% were fatal. However, few of these deaths 
occurred since 1977, at which time the knowledge of CLOZARIL-induced agranulocytosis 
became more widespread, and close monitoring of WBC counts more widely practiced. 
Nevertheless, it is unknown at present what the case fatality rate will be for CLOZARIL- 
induced agranulocytosis, despite strict adherence to the recommendation for weekly 
Monitoring of WBC counts. 

Treatment should not be initiated if the WBC count is less than 3500 per mm, or if the 
patient has a history of a myeloproliferative disorder, or previous CLOZARIL-induced 
agranulocytosis or granulocytopenia. Patients should be advised to report immediately the 
appearance of lethargy, weakness, fever, sore throat or any other signs of infection. If, after 
the initiation of treatment, the total WBC count has dropped below 3500 per mm? or it has 
dropped by a substantial amount from baseline, even if the count is above 3500 per mm’, or 
if immature forms are present, a repeat WBC count and a differential count should be done. 
If subsequent WBC counts and the differential count reveal a total WBC count between 3000 
and 3500 per mm? and a granulccyte count above 1500 per mm, twice weekly WBC counts 
and differential counts should be performed. 

If the total WBC count falls below 3000 per mm? or the granulocyte count below 1500 per 
mm’, CLOZARIL therapy should be interrupted and patients should be carefully monitored for 
flu-like symptoms or other symptoms suggestive of infection. CLOZARIL therapy may be 
resumed if no symptoms of infection develop, and if the total WBC count returns to levels 
above 3000 per mm? and the granulocyte count returns to levels above 1500 per mm’, 
However, in this event, twice-weekly WBC counts and differential counts should continue 
until total WBC counts return to levels above 3500 per mm*. 

If the total WBC count falls below 2000 per mm? or the granulocyte count falls below 
1000 per mm?, bone marrow aspiration should be considered to ascertain granulopoietic 
status. Protective isolation with close observation may be indicated if granulopoiesis is 
determined to be deficient. Should evidence of infection develop, the patient should have 
appropriate cultures performed and an appropriate antibiotic regimen instituted. 

Patients whose total WBC counts fall below 2000 per mm’, or granulocyte counts below 
1000 per mm? during CLOZARIL therapy should not be re-challenged with CLOZARIL. 
Patients discontinued from CLOZARIL therapy due to significant WBC suppression have been 
found to develop agranulocytosis upon re-challenge, often with a shorter latency on re- 
exposure. To reduce the chances of re-challenge occurring in patients who have 
experienced significant bone marrow suppression during CLOZARIL therapy, a single, 
national master file will be maintained confidentially within the CPMS (Clozaril Patient Man- 
agement System). 

Except for evidence of significant bone marrow suppression during initial CLOZARIL 
therapy, there are no established risk factors, based on worldwide experience, for the 
development of agranulocytosis in association with CLOZARIL use. However, a dispropor- 
tionate number of the U.S. cases of agranulocytosis occurred in patients of Jewish 
background compared to the overall proportion of such patients exposed during the domestic 
development of CLOZARIL. Most of the U.S. cases occurred within 4-10 weeks of exposure, 
but neither dose nor duration is a reliable predictor of this problem. No patient 
characteristics have been clearly linked to the development of agranulocytosis in association 
with CLOZARIL use, but agranulocytosis associated with other antipsychotic drugs has been 
reported to occur with a greater frequency in women, the elderly and in patients who are 
cachectic or have serious underlying medical illness; such patients may also be at particular 
risk with CLOZARIL. 

To reduce the risk of agranulocytosis developing undetected, CLOZARIL will be 
dispensed only within the Clozaril Patient Management System. 











Agranulocytosis | 








Seizures 

Seizure has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 5%, based on the occurrence of one or more seizures 
in 61 of 1743 patients exposed to CLOZARIL during its clinical testing prior to domestic 
marketing (i.e., a crude rate 3f 3.5%). Dose appears to be an important predictor of seizure, 
with a greater likelihood of seizure at the higher CLOZARIL doses used. 

Caution should be used in administering CLOZARIL to patients having a history of seizures 
or other predisposing factors. Because of the substantial risk of seizure associated with 
CLOZARIL use, patients shot Id be advised not to engage in any activity where sudden loss of 
consciousness could cause serious risk to themselves or others, e.g., the operation of 
complex machinery, driving an automobile, swimming, climbing, etc. 





Adverse Cardiovascular Effects 


Orthostatic hypotension car occur with CLOZARIL treatment, especially during initial titration in 
association with rapid dos escalation, and may represent a continuing risk in some patients. 
Tachycardia, which may be sus-ained, has also been observed in approximately 25% of patients 
taking GLOZARIL, with patients having an average increase in pulse rate of 10-15 bpm. The 
sustained tachycardia is not simply a reflex response to hypotension, and is present in all positions 
monitored. Either tachycardia or hypotension may pose a serious risk for an individual with 
compromised cardiovascular function. A minority of CLOZARIL-treated patients experience ECG 
repolarization changes similar t3 those seen with other antipsychotic drugs, including S-T segment 
depression and flattening 3r inversion of T waves, which all normalize after discontinuation of 
CLOZARIL. The clinical significance of these changes is unclear. However, in clinical trials with 
CLOZARIL, several patients experienced significant cardiac events, including ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained death. Causality assessment 
was difficult in many of these cases because of serious preexisting cardiac disease and plausible 
alternative causes. Rare instances of sudden, unexplained death have been reported in psychiatric 
patients, with or without associated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use is unknown. CLOZARIL should be used with caution in patients with 
known cardiovascular disease, and the recommendation for gradual titration of dose should be 
carefully observed. 


Neuroleptic Malignant Syndrome 

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome 
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS zre 
hyperpyrexia, muscle rigidity, eltered mental status and evidence of autonomic instability (irregular 
pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). No cases of NMS heve 
been attributed to CLOZARIL a'one. However, there have been several reported cases of NMS in 
patients treated concomitantly with lithium or other CNS-active agents. 


Tardive Dyskinesia 

A syndrome consisting of potentially irreversible, involuntary, dyskinetic movements may develap 
in patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be 
highest among the elderly, especially elderly women, it is impossible to rely upon prevalence 
estimates to predict, at the inception of treatment, which patients are likely to develop the syndrome. 

There are several reasons fcr predicting that CLOZARIL may be different from other antipsychotic 
drugs in its potential for inducing tardive dyskinesia, including the preclinical finding that it has a 
relatively weak dopamine blocking effect and the clinical finding of a virtual absence of certain acuta 
extrapyramidal symptoms, e.g., dystonia. In addition, there have been no confirmed cases of tardive 
dyskinesia developing in association with CLOZARIL use. Nevertheless, it cannot yet be concludec, 
without more extended experience, that CLOZARIL is incapable of inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis and seizure, both of which present a continuing 
risk over time, the extenced treatment of patients failing to show an acceptable tevel of clinical 
response should ordinarily be avoided. In addition, the need for continuing treatment in patients 
exhibiting beneficial clinical responses should be periodically re-evaluated. During CLOZARIL 
therapy, patients may experierice transient temperature elevations above 100.4°F (38°C), with the 
peak incidence within the first three weeks of treatment. While this fever is generally benign and salf- 
limiting, it may necessitate discontinuing patients from treatment. On occasion, there may be an 
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Drug interactions 
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66 This exciting book has 
something for everyone: 
student, lay person, 
professional, parent, and 
anyone who has been 
reaching for psychological 
truth. it brims with 
thought-provoking insights 
which have immediate 
applicability to everyday 
personal and clinical 
experience. 99 


— “Antonia Bercovici, Past President, 
California State Psychological 
Association; Department of 
Psychology. University of California at 
Berkeley 





ELA groundbreaking new 
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development and the 
etiology, nature, and 
treatment of psycho- 
pathology... . Challenging 
and important.... 99 


— William ©. Wimsatt, Department of 
Philosophy, Committee on Conceptual 
Foundations of Science, University of 
Chicago 
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authors’) work has 
surprisingly immediate 
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—Fay Horton Sawyier, Chairman Emeritus, 


Department of Philosophy, illinois institute 
of Technology 
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66 The authors’ task, to 
present a new ontology of 
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accompanying 
epistemology, and the 
implications for psycho- 
logical treatment, is 
monumental in its scope 
and complexity ....A truly 
original work... . Stimulat- 
ing and thought-provok- 
ing.... 99 


~-Jacob Kraemer Tebes, Department 
of Psychiatry and Psychology, Yale 
University 
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clinical social worker, takes 
an entirely original approach 
to human development. 

It is the first view of in- 
dividuation based on con- 
scious motives for pleasure 
rather than unconscious 
motives for pain; the first in 
which the self is a product of 
a caregiving relationship that 
is not encumbered by innate 
psychic pain. 

Overcoming the deter- 
minism and pessimism of 
traditional psychologies, In- 
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parents the potential to raise 
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purposiveness and self- esteem 
—even in the face of the in- 
evitable losses of everyday life. 
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It also gives therapists the 
ability to help the patient or 
client overcome psychic 

pain too often taken as “nor- 
mal” in traditional psycho- 
dynamic approaches. The 
Piepers reformulate the thera- 
peutic process as a special 
type of caregiving that makes 
it possible both to alleviate 
specific symptoms and to 
produce a stable inner well- 
being heretofore inaccessible 
to the patient/client. 

In fact, Intrapsychic 
Humanism shows that what 
Freud termed the “common 
unhappiness” of everyday 
living represents a previously 
unrecognized type of psycho- 
pathology which can now 
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be seen as both 
preventable 
and treatable. 


This ground- 
breaking 
psychology has 
been practiced 
by Martha 
Heineman 
Pieper and 
William 
Joseph 
Pieper in 
a wide 
variety of 
clinical 
settings 
with demonstrable effective- 
ness. At a time of widespread 
dissatisfaction with existing 
theories and therapies, 
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Cults and Zealous Self-Help Movements: 
A Psychiatric Perspective 


Marc Galanter, M.D. 


Modern cults and zealous self-help movements ex- 
ercise an intense group influence and can have a major 
impact on their members’ psychiatric status. On the 
basis of research findings, the author describes the char- 
ismatic group, a generic model for such cohesive, in- 
tensely ideological movements. He examines the psy- 
chological forces they tap and the way they can both 
relieve and exacerbate psychopathology. The model is 
then used to explain the operation of zealous self-help 
programs that address psychiatric syndromes; these 
are directed at problems of the medically ill, substance 
abusers, and relatives of psychiatric patients. 

(Am J Psychiatry 1990; 147:543-551) 


n recent decades, psychiatrists and other mental 

health professionals have encountered a variety of 
ideologically oriented zealous groups of diverse char- 
acter and goals. Some, like the Unification Church 
(“Moonies”), are cults or new religious movements (1, 
2). Others, like Alcoholics Anonymous (AA), are lay 
organizations that rely on peers to help fellow mem- 
bers recover from the same illness. Still others are pro- 
fessionally directed self-help programs, like the drug 
treatment therapeutic communities. Although these 
groups are very different in their character and their 
impact on members, there are similarities among them 
that help explain how they exert their considerable 
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influence on members’ psychiatric status. In this paper, 
I will clarify these similarities by developing the model 
of the charismatic group. 1 will then use this model to 
explain the psychiatric impact of certain self-help pro- 
grams that impinge on clinical practice. 


DEFINITIONS 


The model of the charismatic group (3, 4) can be 
used generically to describe modern cults and zealous 
self-help movements. Such a group is characterized by 
1) a high level of social cohesiveness, 2) an intensely 
held belief system, and 3) a profound influence on its 
members’ behavior. It is “charismatic” because of the 
commitment of members to a fervently espoused, tran- 
scendent goal; indeed, this goal is frequently articu- 
lated by a charismatic leader or ascribed to the pro- 
genitor of the group. Charismatic groups can relieve 
certain symptoms associated with psychopathology, 
but they can precipitate psychiatric symptoms as well. 

Among zealous groups, the concept of a cult is more 
specifically religious. It connotes deviance from estab- 
lished belief and, often, transcendental experiences (5). 
Some modern religious cults have been called new re- 
ligious movements by writers who are attentive to the 
potential of cults for finding a place in the religious 
mainstream (1, 2). Those cultic groups which conform 
to the definition of the charismatic group will be dis- 


. cussed here. 


A self-help group is a voluntary program that oper- 
ates to promote mutual aid among its members (6). 
Some self-help groups provide matter-of-fact advice 
and information without the intense commitment of 
participants, but others can be highly zealous and ideo- 
logical in nature. I will consider the latter type of self- 
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help groups here because they too conform to the 
model developed in this paper. 


THE NATURE OF THE CHARISMATIC GROUP 


An examination of modern cultic groups in the 
West, augmented by related cross-cultural examples, 
can help to explain the psychiatric impact of the char- 
ismatic group. It will also serve as a basis for studying 
modern self-help groups that influence their members 
in a similar fashion and may have a direct impact on 
prevention and rehabilitation of psychiatric illness. 

Groups such as the Unification Church, the Divine 
Light Mission, Hare Krishna, and the Children of God 
are not without precedent. History reveals many ex- 
amples of such deviant movements, most often appear- 
ing when a society does not address certain fundamen- 
tal social problems (7); in this respect they parallel 
zealous healing movements that arise when potential 
members feel that their medical needs have not been 
properly addressed. 


Psychological Forces in the Group 


To understand how charismatic groups can pro- 
foundly shape the thinking and behavior of their mem- 
bers I will consider the psychological forces they bring 
to bear on the preexisting disposition and psychology 
of recruits. One of these forces, group cohesiveness, is 
defined as the product of all the forces that act on 
members to keep them engaged in a group (8). When 
cohesiveness is strong, participants work to sustain the 
commitment of their fellow members, to protect them 
from threat, and to ensure the safety of shared re- 
sources. This can lead, as Pattison (9) and others (4, 
10, 11) have pointed out, to the members’ psychother- 
apeutic benefit. 

The impact of group cohesiveness on the psycholog- 
ical status of members was evident in a study of a 
modern charismatic sect, the Divine Light Mission (3, 
12). Young adult members of the group reported ap- 
preciable psychiatric problems before joining. For ex- 
ample, 30% had sought professional help and 9% had 
been hospitalized for emotional disorders. Further- 
more, their self-reports reflected a considerable relief in 
neurotic distress after they became affiliated with the 
Divine Light Mission. Their responses also demon- 
strated an intense social cohesiveness in the group that 
was highly correlated with the degree of symptom re- 
lief evidenced by individual members. Cohesive forces 
based on family and community ties operate in a sim- 
ilar fashion in a wide variety of indigenous mental 
healing rituals, both in preindustrial societies, as in Zar 
ceremonies of Northeast Africa (13), and in the United 
States, as in Espiritismo among Puerto Rican immi- 
grants (14). 

Shared belief, a second force in the charismatic 
group, was evident in studies on the psychological 
well-being of longstanding Unification Church mem- 
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bers (15). Measures of social cohesiveness and reli- 
gious belief accounted for a large portion of the vari- 
ance in well-being, and items that measured religious 
belief were the highest ranking predictors of well-be- 
ing. This suggests the additional role of belief as a force 
in charismatic groups. It also reflects the importance of 
a set of beliefs held by healers and their patients about 
illness and treatment. Kleinman and Gale (16) found 
this explanatory model to be an important component 
of the effectiveness of indigenous healing in their cross- 
cultural studies of shamanistic treatment. 

Altered consciousness is another force operating in 
the charismatic group. It is frequently described by 
modern cult members (1, 2) and is typically elicited in 
an intense group experience. As pointed out by Proud- 
foot and Shaver (17), in relation to religious conver- 
sion, altered consciousness can serve as the basis for 
the converts’ attributing a new construction of reality 
to their life. In Divine Light Mission and Unification 
Church samples (12, 15), for example, my associates 
and I found that experiences of altered consciousness 
were significantly correlated with the improved affec- 
tive status experienced by members on conversion. 
There are also parallels to the ceremonies of indige- 
nous mental healers (18): descriptions date back half a 
century to the observations of Leighton and Leighton 
(19) among Navajo shamans. Emetics and even hot 
pokers were used by Navajos to induce transcendent 
states during rites for treatment of major mental ill- 
nesses (20). 

In the charismatic group, the forces of group cohe- 
siveness, shared belief, and altered consciousness op- 
erate to compel behavioral conformity and modulate 
affect without overt coercion. To understand this pro- 
cess of social control, it is useful to contrast it with the 
influence of brainwashing. Brainwashing was de- 
scribed by Lifton (21) among prisoners of the Korean 
War who were forcibly confined by the Communist 
Chinese. In both brainwashing and charismatic groups, 
those directing the process maintain control over the 
“context of communication” in order to prevent the 
expression of perspectives contrary to their own. In the 
brainwashing setting, however, participants are im- 
prisoned and physically coerced. There is no physical 
coercion in charismatic groups. Instead, the psycholog- 
ical forces described above allow members to attribute 
new meaning and values to their experiences by means 
of social reinforcement of compliance. 

How does this reinforcement take place? Findings 
on the role of these forces (3, 4, 10, 22) suggest the 
operation of a “relief effect” in the psychiatric impact 
of charismatic groups. That is to say, both recruits and 
long-term members experience a relief from emotional 
distress when they feel more closely affiliated with the 
group; a decline in affiliate feelings, on the other hand, 
can result in greater distress. Such an effect, sociobio- 
logically grounded (3) and mediated by the social con- 
text, can serve as an operant reinforcer for regulating 
behavior (23). Members who act in accordance with 
the group’s expectations are reinforced by enhanced 
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well-being; when they reject the group’s behavioral 
norms they experience the negative reinforcement of 
increased distress. This also serves to enhance the like- 
lihood of members’ maintaining affiliation with the 
group and compliance with its expectations for behav- 
ior. It takes place both informally and in structured 
rituals. In AA, a modern healing group, for example, 
Rodin (24) pointed out that members’ compliance is 
regularly reinforced by their peers at meetings. This is 
done by means of the verbal expressions of approval 
and demonstrations of affection routinely made by 
members to reward speakers during a chapter meeting. 
Since the operant reinforcement of approved behav- 
iors can engage members into compliance with the 
group and restructure their perceptions of the world 
around them as well, it can also serve as the basis for 
a remission in recruits’ pathological perceptions. The 
enhanced well-being inherent in the affiliation process 
can then contribute to the relief of major psychopa- 
thology, as illustrated by the following case history. 


Case 1. A 24-year-old technician with no history of psy- 
chiatric illness became increasingly isolated over the course 
of a year after beginning to smoke marijuana. He felt that his 
co-workers were conspiring to have him arrested for drug 
possession. He then moved into a secluded rural setting, 
where he soon came to believe that his “soul was moving 
out” of him and that he saw flying saucers nearby. Soon he 
felt he was going out of his mind. At this point he met several 
members of an Eastern cultic group, who invited him to 
spend time at their communal residence. After 2 months of 
meditation and daily attendance at their religious services he 
was no longer anxious or delusional, reporting that he was 
“at peace with himself.” A year later, he had had no recur- 
rence in symptoms and was still involved in the group’s ac- 
tivities. His DSM-III-R diagnosis was delusional disorder, 
persecutory type (297.10). 


The intense cohesiveness of the charismatic group in 
combination with its ability to influence members’ be- 
liefs can yield relief in psychopathology. It can also 
generate psychiatric syndromes, however. This is par- 
ticularly true when an individual becomes alienated 
from a cohesive group but still accepts its belief system. 
The potent impact of such estrangement, even to the 
point of inducing psychotic symptoms, is illustrated 
below. 


Case 2. A 16-year-old boy whose family belonged to a 
neo-Christian cult was admitted to the hospital because he 
was hearing voices. Both the patient and others reported that 
he had never experienced psychiatric difficulties until fellow 
members caught him smoking marijuana; the members in- 
sisted that he was tainted by the Devil because he had vio- 
lated the group’s religious injunction against smoking mari- 
juana, Very soon after this experience, the boy became 
alienated from the group and ran off to stay at the home of 
a relative not affiliated with the cult. Over the course of a 
month he became increasingly guilty and anxious about hav- 
ing left the group and then began to hallucinate the voice of 
the Devil telling him he had betrayed the cult. His symptoms 
remitted during a 1-month hospitalization that provided sup- 
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portive milieu treatment only. His DSM-III-R diagnosis was 
brief reactive psychosis (298.80). 


The Experience of Membership 


The impact of group forces is felt at each stage of 
membership in a charismatic group, from induction to 
stabilization to departure. A description of the course 
of membership in the Unification Church will illustrate 
the operation of these psychological forces. 

One recruitment format used by the Unification 
Church is the structured workshop series. In studying 
this recruitment setting (25), I found that a sizable 
portion of participants (29%) agreed to stay beyond 
the weekend for which they were initially invited and 
that 9% joined after the entire 3-week experience. 
Analysis of self-report data revealed that those who 
stayed beyond the first weekend—even those who did 
not later join—had become highly involved in the 
group process. This occurred both on the level of social 
cohesiveness and in terms of accepting the group’s 
creed. Those who later joined the group, however, 
were experiencing greater psychological distress before 
the workshops and felt less cohesive ties to friends and 
family outside the group. This suggests that persons 
who demonstrate a modicum of interest in a charis- 
matic group can easily become engaged on interper- 
sonal and cognitive levels. Long-term engagement, 
however, may require the fertile soil of psychological 
distress and alienation. 

Once a person joins a charismatic group, his or her 
behavior is typically subject to its control. This was 
evident in the marked decline in heavy drug and alco- 
hol use effected by the Unification Church in its re- 
cruits, which continued in long-term members (15). It 
was also illustrated by the nature of the engagement 
(26) and marriage rituals (27) of the Unification 
Church, since the norms espoused in these rituals de- 
viated greatly from those of the U.S. middle class. For 
example, Reverend Moon himself selected the mates 
for almost all Church members. A large majority of 
Unification Church fiancés and fiancées (87%) re- 
ported that they felt no preference at all for a partic- 
ular individual at the time Moon chose their mate for 
them, reflecting their compliance on a cognitive level. 
The affective impact of the aforementioned “relief ef- 
fect” was evident in the distress associated with non- 
compliance; those contemplating severing their en- 
gagement were the most severely depressed subgroup 
of members. 

In a 3-year follow-up study of the engaged members, 
despite the remarkably deviant nature of the cult’s 
marital customs, almost all (95%) were still active in 
the Unification Church and were married to fellow 
Church members (88%). The members’ commitment 
could be understood by recourse to the model of the 
pincer effect: on the one hand, the Church, like other 
charismatic groups, created distress by ordering devi- 
ant behaviors; on the other hand, it provided relief 
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when members complied and maintained their com- 
mitment to the group. 

Members’ commitment to a charismatic group is re- 
markably persistent, even after they leave the group. 
For example, 3 years after their departure from the 
Unification Church, ex-members still maintained a 
considerable fidelity toward the group, although most 
of them were well adjusted in the general community 
(28). A sizable majority still cared strongly for the 
members they knew best and reported that they “got 
some positive things” out of their involvement with the 
group. This fidelity is evidence of the potential of a 
charismatic group for continuing its influence even af- 
ter a member departs, as we shall see among self-help 
groups who operate along similar lines. 

It is useful to consider how charismatic groups op- 
erate as social systems in order to understand why they 
elicit certain puzzling behaviors in their members. As 
members become part of the social system of the 
group, they become entrained in the system’s need to 
assure its own stability. The behavior of individuals, 
which may appear pathological, may reflect no more 
than responses induced in the group to assure its in- 
tegrity. For example, one function of social systems is 
boundary control—protection from external disrup- 
tions. Such self-protectiveness is frequently seen in char- 
ismatic groups, often to the point of paranoia. It was 
evident in my findings on the Divine Light Mission (3), 
where the single item that correlated most highly with 
improvement in a member’s neurotic distress on join- 
ing was suspiciousness of outsiders; outsiders might 
undermine a recruit’s commitment to the group. Sim- 
ilarly, a cult may implicitly suggest that members close 
themselves off from any outsider’s influence. Because 
of this, some members may even manifest behavior 
something like dissociative phenomena when they feel 
that they are vulnerable. This is evident in the affective 
constriction and stereotyped behavior that Clark (29) 
and Singer (30) described as possibly meeting criteria 
for a dissociative disorder. 


ZEALOUS SELF-HELP MOVEMENTS 


Some 12 million people in the United States now 
belong to self-help organizations, a figure that has dou- 
bled in the last 12 years (31). An appreciable portion 
of these individuals have joined zealous groups that 
address psychiatric problems ranging from kleptoma- 
nia to schizophrenia. A perspective on charismatic 
groups can help explain more explicitly how zealous 
self-help movements achieve their clinical impact by 
means of psychotherapeutic factors often described as 
nonspecific (32). These nonreligious charismatic groups 
are similar in important ways to the model described 
above in that they too are highly cohesive, ideologi- 
cally oriented, and have a strong influence on their 
members’ behavior. Unlike many of the new religious 
movements, however, they are more focused on spe- 
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cific issues and do not assert control over other aspects 
of members’ lives. 

Modern charismatic self-help groups are similar in 
their operation to many non-Western healers. Unlike 
modern medical treatments, both zealous self-help 
groups and non-Western indigenous healers generally 
use group rituals that engage the patient’s family and 
other community members (18). Zealous self-help 
groups and indigenous healers also draw on certain 
aspects of their members’ social and community net- 
works. In this way they are like the social-psychiatric 
therapies described by Caplan (33) and the family net- 
work therapy described by Speck and Attneave (34) 
and Schoenfeld et al. (35). In all these examples, the 
cohesive forces and assumptive beliefs of a social net- 
work are used as tools in the therapeutic process. 


Zealous Movements for Relieving Mental Illness 


Several zealous self-help movements purport to ame- 
liorate the mental state of their members, and some 
may be considered charismatic groups because of their 
intense cohesiveness, strongly held belief systems, and 
the considerable influence they exert over their mem- 
bers’ behavior. Most of these groups define their own 
perspective on the problems they address and disre- 
gard standard psychiatric treatment. Lieberman et al. 
(36) studied large samples of ideologically oriented 
“growth centers” and women’s groups and found their 
goals, if not their nomenclature, to be similar to those 
of traditional psychotherapy. 

Erhard Seminars Training (est), a highly influential 
and zealous self-actualization movement, illustrates 
many characteristics of the charismatic group. It was 
established by a layman in 1971 and attracted scores 
of thousands of persons who were well adapted with 
the promise of “transforming their ability to experi- 
ence living.” Like the Unification Church and other 
charismatic groups, est engaged recruits in a setting 
where communications were subtly controlled by long- 
standing members and where intense commitment to 
the group’s worldview was promoted. Like many in- 
digenous healing groups and modern cults, it made use 
of altered consciousness induced through manipula- 
tion of the social setting. This was achieved during 
induction workshops where participants underwent 
distortions in sleep, eating, and toileting patterns and 
were exposed to intense emotion and verbal abuse. 
Some psychiatrists, such as Simon (37), observed that 
the program provided considerable psychological ben- 
efits to members, but others, such as Glass et al. (38, 
39), reported serious psychological sequelae of the in- 
tense pressure placed on conflicted recruits, not unlike 
the cult member described in case 2. 

One example of a psychiatrically oriented self-help 
program is Recovery, Inc. It has 10,000 members na- 
tionwide and was founded by a psychiatrist specifically 
to provide members with aid in managing their symp- 
toms. Indeed, the group acknowledges the important 
role of mental health professionals in treating psychi- 
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atric illness (40). As with inductees to other charis- 
matic groups, recruits to Recovery encounter the pro- 
gram at a time of emotional distress. Also like those 
groups, Recovery uses a highly cohesive social setting 
in which members are engaged into acceptance of the 
cognitive system and beliefs of the program. Recov- 
ery’s group meetings are designed to train members to 
recognize antecedents of emotional disruption and 
then apply formalized approaches, such as “spotting” 
of problematic attitudes, to avert dysphoric reactions. 
The ensuing process may then be likened to the afore- 
mentioned pincer effect, which enabled the Unification 
Church to manage the behavior of its members and aid 
them in buffering the impact of disruptive life events. 

To examine the capacity of the charismatic group to 
assume some of the traditional roles of the psychiatrist, 
I examined the potential of the program to relieve dis- 
tress and yield a diminished need for psychotropic 
medications and psychotherapy in a representative 
sample of Recovery members (41). Members’ reports 
revealed that they had been heavy consumers of psy- 
chiatric services and that most had been hospitalized 
for mental illness. Over the course of Recovery mem- 
bership, however, an appreciable improvement in psy- 
chiatric status was evident: the subjects reported con- 
siderably lower scores for neurotic distress after 
joining than before joining. Furthermore, the psycho- 
logical well-being of longstanding members was no 
different from those of community control subjects, 
and fewer of them required psychotropic medications 
and psychotherapy than did members who had joined 
more recently. Importantly, as observed in studies of 
the Unification Church and the Divine Light Mission, 
strong ties to the group were significant predictors of 
improvement in well-being. 

These findings suggest that zealous self-help pro- 
grams that incorporate the charismatic group model 
can serve as adjuncts, even collaborators, in psychiat- 
ric care. This observation is illustrated by the following 
case. 


Case 3. A 41-year-old housewife joined Recovery on the 
recommendation of her family physician. For several years 
she had experienced episodes of panic along with the fear 
that she would jump off a highway overpass. This led her to 
restrict her activities outside the home. Occasionally, when 
anxious, she would strike her 6-year-old daughter on minor 
provocation. She had refused to take alprazolam prescribed 
by her family physician because she was afraid of becoming 
addicted. She reported that at her first Recovery meeting she 
felt a “relief in the tension I carried around with me every 
day,” and after 3 months she was less fearful when in the 
streets and stopped hitting her child. Thereafter she agreed to 
comply with her physician’s prescriptions because, as she 
said, Recovery taught her to cooperate with doctors. Her 
diagnosis was panic disorder, with agoraphobia (300.21). 


Psychiatrists’ use of zealous self-help modalities such 
as Recovery still remains modest: only 12% of the 
subjects in my Recovery sample had been referred to 
the program by a psychiatrist. This deficit is underlined 
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by community-based studies (42), which have found 
that psychiatrists play a marginal role in efforts to pro- 
mote the development of self-help groups in the health 
and mental health fields. Furthermore, there is only 
one report in the literature, by Lee (43), of an attempt 
to use Recovery in psychiatrically managed institutions 
for treatment of the mentally ill, where mobilizing pa- 
tients for a positive adaptation in the community 
would be most valuable. Nonetheless, studies of an- 
other peer-led group, GROW (44), showed some 
promise for developing affiliation with established 
mental health systems. 


12-Step Programs Such as AA 


A worldwide membership of more than 1.5 million 
(45) testifies to the ability of AA to engage alcoholics 
and help them change their longstanding behaviors. 
AA’s group process suggests that its operation as a 
charismatic group accounts for much of this success, as 
evident in the psychological forces described above. 
For example, the 12 steps of AA recovery, central to its 
belief system, are zealously espoused by its members. 
Members are highly cohesive and meet frequently— 
generally daily for the first 3 months. They form a 
mutually protective ‘“‘social cocoon” (46) and, like 
members of new religious movements, avoid outsiders 
if they threaten the group’s ethos, which in this case is 
total abstinence. 

The emergence of AA also parallels the rise of char- 
ismatic religious groups in a number of ways. Bill W, 
its founder, was experiencing great despair when he 
had a revelatory experience that was clearly religious 
in nature: “All at once I found myself crying out, ‘If 
there is a God, let Him show Himself!’ Suddenly the 
room lit up with a great white light. . . . It seemed to 
me in my mind’s eye that I was on a mountain and that 
a wind, not of air, but of spirit was blowing” (47). Bill 
went on from this experience to preach to other alco- 
holics and, as with cultic groups described above, the 
forces of shared belief and group cohesiveness have 
become central in the engagement process of AA (48, 
49). Furthermore, the program’s evolution from these 
early origins to a large organization parallels the de- 
velopment of rituals and bureaucracy described by 
Max Weber for charismatic religions (4, 50). 

Indigenous healers, as well, may draw on traits of 
the charismatic group to achieve drinking cessation. 
For example, the transcendent experience described by 
Bill W has its parallel in that of the Salish Indians of 
British Columbia (51), who rely on group-induced al- 
tered consciousness to treat alcohol abuse. 

The Impaired Physicians Program of Georgia, devel- 
oped by Talbott, is an excellent example of how the 
charismatic group psychology of the 12-step model of 
AA can be integrated into institutional care (52). The 
Impaired Physicians Program includes a 1-month hos- 
pitalization on an addiction treatment unit, 3 months 
in a community-based transitional residence, and fol- 
low-up through a network of recovering physician 
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monitors. All components are imbued with the AA 
ideology and oriented to engendering a cohesiveness 
among the members based on the 12-step philosophy. 
Since almost all addiction treatment programs in the 
United States now use the 12-step model developed in 
AA as an ideological touchstone, if not a principal 
modality, my associates and I studied a sample of re- 
habilitated physicians who were in contact with the 
Impaired Physicians Program an average of 3 years 
after discharge from residential care (53). Their re- 
sponses reflected zealous espousal of the 12-step 
model, and they were still going to AA meetings an 
average of 5.6 times weekly. They ranked AA as the 
most influential of the modalities contributing to their 
recovery, more so than the transitional residence, 
counseling, family commitments, monitoring by their 
peers, and the desire to return to work. The following 
case history illustrates how AA beliefs can be com- 
bined with professional care to effect rehabilitation. 


Case 4. A second-postgraduate-year resident in anesthesi- 
ology with a history of drug abuse became addicted to fen- 
tanyl, a very short-acting narcotic analgesic. He retrieved it 
from spent syringes in the operating room and was injecting 
himself up to 12 times daily. His chief of service directed him 
to go for treatment, but an initial trial ended in his transfer 
to the Impaired Physicians Program after he was found to be 
bringing heroin into the rehabilitation unit. Despite one ep- 
isode of alcohol intoxication at the Impaired Physicians Pro- 
gram halfway house, he made a commitment to the 12 steps 
of AA supported by identification with his intensely commit- 
ted fellow physicians. After 5 months in the Impaired Phy- 
sicians Program he returned to his residency but soon expe- 
rienced craving for narcotics in the operating room. At this 
point he decided to enroll in a graduate school in public 
health. Four years later he was still abstinent and working in 
a clinical administrative position; he attributed his sobriety 
primarily to his continuous engagement in AA, which he 
attended four times weekly, even after he had dropped all but 
limited ties to his treating physicians. His diagnosis was se- 
vere polysubstance dependence (304.90). 


This case illustrates certain aspects of charismatic 
groups, including the role of zealous fellow “believers” 
in induction and the value of a structured social pro- 
gram for engaging recruits. A zealous self-help pro- 
gram like AA can be promoted by medical staff and 
can later serve as the primary vehicle of therapy. Case 
4 also shows the continuing fidelity and conformity 
elicited by the group and the way it can address a focal 
area of pathological function. 


Zealous Groups for Institutional Treatment 


Zealous self-help group modalities can be used in 
hospitals or clinics and directed by professionals. They 
thereby capture some of the therapeutic potential of 
charismatic groups and at the same time benefit from 
rationally structured institutional treatment. Perhaps 
best known of institutionally based groups of this type 
are the drug-free therapeutic communities such as 
Phoenix House and Daytop Village. There are more 
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than 500 such communities in operation across the 
United States (54). Like the charismatic groups, these 
have a strongly espoused ideology—namely, that ad- 
diction is rooted in deviant attitudes and is treatable 
through frank and aggressive confrontation by peers. 
Outcomes for drug abuse and social adaptation com- 
parable to those in patients given methadone mainte- 
nance therapy have been reported (55). 

A strong ideological orientation and an intensely co- 
hesive milieu, characteristic of a charismatic group, 
have also been used in the context of institutional 
treatment of schizophrenic patients. In reporting on 
Soteria House, an experimental community-based 
treatment program for such patients, Mosher et al. 
(56) underlined the importance of the program’s ideo- 
logical underpinnings. They pointed out that the treat- 
ment model was predicated on belief in the program 
philosophy derived from Laing (57)—namely, that 
schizophrenia is an uncommon but meaningful reac- 
tion to problems of maturation that can be worked 
through by intensive interpersonal exchange. Mosher 
and Menn (58) found that the outcomes of these pa- 
tients, most of whom (82%) had been treated without 
neuroleptics, were comparable to those of a control 
group treated in a traditional hospital-based setting 
where neuroleptics were used for all patients. Success- 
ful outcomes with less use of psychotropic medications 
have parallels in other zealous treatments, such as Re- 
covery, Inc., described above. 

Using a similar rationale for drawing on self-help for 
institutional care, my associates and I attempted to 
ascertain the viability of zealous peer-led treatment for 
alcoholism in a hospital setting (59). We wanted to 
investigate the feasibility of meeting an increasing de- 
mand for care without increasing the available staff. 
The experimental self-help program was therefore op- 
erated with only half the professional counseling staff 
as the traditional control program, and day-to-day 
clinical management was largely placed in the hands of 
abstinent senior patients (supervised by staff) to en- 
courage patients to identify with a zealous peer group. 
The program’s ideology, strongly espoused at all pa- 
tient meetings, was that alcoholics can achieve recov- 
ery by developing a community of mutual aid in the 
hospital-based clinic. This experimental model was 
effective despite the low staffing ratio. The rates of the 
experimental subjects for engagement into ambulatory 
care from the inpatient service and for social adjust- 
ment were higher than those of the control patients; 
the groups did not differ on other outcome variables 
(59). The mutual commitment among the experimen- 
tal patients was much greater than is typical of insti- 
tutional settings and elicited considerable efforts for 
mutual aid, as illustrated by case 5. 


Case 5. One alcoholic patient who had been abstinent for 
8 months came to the self-help clinic intoxicated following a 
crisis in his family. He reported to fellow patients that he had 
fallen down a staircase earlier in the day and had bruised his 
head. A senior patient with established sobriety who was 
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responsible for attending to crises brought the relapsing pa- 
tient to see the alcoholism counselor and then went with him 
to the emergency room to seek medical evaluation. He next 
took him to an AA meeting of a group that the distressed 
patient had previously joined, enabling him to reestablish his 
abstinence, At his next group therapy session at the clinic, 
other patients offered to get together with the patient during 
the following week, providing encouragement and reinforce- 
ment of the group ideal of abstinence. 


The potential for institutionally based zealous group 
programs may be greater than appreciated. In Yugo- 
slavia, for example, Hudolin established a nationwide 
network of several hundred “clubs” designed to carry 
out aftercare for alcoholic patients (60). The ideology 
(or belief system) enunciated in the program is closely 
aligned with the country’s socialist orientation, and the 
system is collaboratively operated by physicians and 
recovering patients. In a study of several of the clubs in 
this network (61), I found medical staff and patients 
participating as peers in a way that is uncommon in 
clinics in the United States, leading to an apparent en- 
hanced social cohesiveness and commitment to com- 
mon ideals. By such means, clearly aligned with the 
ideology of mutuality enunciated in the socialist state, 
acceptance of the shared goal of abstinence was pro- 
moted so that physicians and patients were mutually 
engaged in a common pursuit. 


Case 6. In one typical club meeting, held in a factory, a 
physician attached to the club lectured alcoholic workers on 
health matters and then evaluated patients medically. After 
this, he participated as a peer in a meeting conducted by the 
club officers, themselves recovering alcoholics, to plan for a 
holiday that commemorated an event on the socialist cal- 
endar. The ideological significance of the holiday was dis- 
cussed by participants as one important reason to maintain 
abstinence. 


Self-Help for the Families of the Psychiatrically 
Impaired 


Families of the psychiatrically disabled have bonded 
together in zealous peer-led groups to relieve the symp- 
toms of the patients’ illnesses and to influence the na- 
ture of health care delivery. The National Alliance for 
the Mentally Ill has been highly influential in this re- 
gard. Like modern religious sects in their early phases, 
the National Alliance is currently undergoing a phase 
of aggressive recruitment. Its membership has in- 
creased about fivefold in the last 6 years (62). Its zeal- 
ously held philosophy, described by Hatfield and Le- 
fley (63, 64), espouses that mental illness is biologically 
grounded; in particular, it eschews a family-based view 
of etiology. The ideology of biologically based illness 
provides the members of the National Alliance who 
are parents of psychiatrically disabled patients with 
relief from the distress associated with guilt over their 
children’s illnesses. In addition, like the belief systems 
of the charismatic religious groups and other zealous 
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self-help programs, it also serves to organize the be- 
havior of members. 

The parent group movement, with origins in Atlanta 
in 1976, is another example of how the charismatic 
group phenomenon can serve as a vehicle for zealous 
self-help by families dealing with psychiatric illness. It 
was mobilized to address a perceived epidemic of sub- 
stance abuse among middle-class youngsters and is 
credited by the federal government with establishing 
more than 1,000 local groups that played an important 
part in the recent decrease in marijuana use by adoles- 
cents (65). It dramatically illustrates the emergence of 
self-help movements in the face of a perceived lack of 
professional help; charismatic groups typically arise in 
the face of despair with established authorities. Fur- 
thermore, there are certain important similarities be- 
tween the parent group members my associates and I 
studied and the members of religiously oriented char- 
ismatic groups (66). For example, there was no signifi- 
cant difference in scores on cohesiveness with fellow 
members when parent group respondents and Unifica- 
tion Church members were compared. Parent group 
members’ responses showed intense ideological com- 
mitment, especially with regard to the dangers of mar- 
ijuana use. This cohesiveness and mutual commitment 
allowed the program to effect major behavior changes 
in the child-rearing practices of its members as well as 
incursions into the political arena. 

This grass-roots movement also spawned peer-based 
adolescent drug treatment programs, often in geo- 
graphical areas where there was little professional as- 
sistance available for substance-abusing teenagers. Al- 
though many youngsters were helped, the following 
experience illustrates the need for psychiatric consul- 
tation to peer-led groups in order to assure proper 
diagnosis and treatment. In some ways it parallels case 
2, where symptoms were precipitated by alienation 
from a zealous cohesive group. 


Case 7. A 17-year-old was admitted because of daily mar- 
ijuana smoking to a community residence affiliated with the 
parent group movement. After several weeks of intensive 
milieu treatment that relied heavily on recovering adolescent 
peers, he was judged “unwilling” to give up his commitment 
to the “drug life” and was asked to leave. He responded to 
this as a profound rejection, intensified by the close-knit na- 
ture of the group, and became severely depressed. Shortly 
thereafter he made a suicide attempt, necessitating his hos- 
pitalization in a general psychiatric facility. Subsequent in- 
terviews revealed that he had also been severely depressed on 
admission to the community residence. He was later success- 
fully treated with supportive therapy and imipramine. His 
diagnoses were major depression, recurrent, unspecified 
(296.30), and cannabis abuse (305.20). 


CONCLUSIONS 
The model of the charismatic group is applicable to 


many zealous self-help groups that both relieve and 
generate psychiatric illness. Because of this, it is im- 
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portant for psychiatrists to consider what roles they 
may assume in relation to these movements. 

Consultation to symptomatic members can be im- 
portant. Zealous self-help groups generally apply a 
specific paradigm to the management of all those who 
join. Proper diagnosis and treatment are therefore es- 
sential for psychiatric problems that are not effectively 
addressed in the group milieu. Consultation to the 
group itself may raise further issues, since charismatic 
groups usually expect some measure of subordination 
to their ideology from professionals whom they en- 
gage. For example, the new religious movements are 
very protective of the theological implications of any 
psychiatric interventions. Avoiding issues that reflect 
on the formal beliefs of the group can be essential to 
maintaining a viable professional stance; this, how- 
ever, may raise problems in providing proper care. 

Another role for psychiatrists lies in the develop- 
ment of zealous group programs designed to meet the 
clinical needs in an institutional treatment setting. 
Many patients treated by professionals, such as the 
chronically mentally ill and those receiving methadone 
maintenance therapy, maintain a relatively passive 
stance in relation to the goals for rehabilitation set by 
their institutional caregivers. Furthermore, the value of 
the peer-based models in the addiction community 
suggests their applicability in settings where patients 
with both addictive and general psychiatric diagnoses 
are treated. Without the zealous support such groups 
can generate for an ideology of abstinence, continued 
drug use may continue to plague the supposedly 
treated dual-diagnoses patient. 

Psychiatrists are also in an excellent position to in- 
vestigate how self-help groups operate. For example, 
we have seen that acute distress is a motivator to join, 
as illustrated by Recovery and AA. How such distress 
works to motivate engagement and which symptoms 
are most influential remain to be understood. 

Another research issue to be investigated is the du- 
ration of membership. As reported by Omark (67), 
people who join programs like Recovery may remain 
committed for many years and are often highly depend- 
ent. The same is seen among longstanding members of 
12-step programs. On the other hand, protracted 
membership may be necessary in many cases to ensure 
remission. Research into the proper length of engage- 
ment to address initial symptoms has yet to be done. 

With regard to the ideological underpinnings of such 
groups, it is important to learn what systemic needs 
lead some groups to become involved in faddish and 
ill-advised therapeutic ideologies such as megavitamin 
therapy, as did the now disbanded group Schizophren- 
ics Anonymous (68), or to engage in bizarre and crim- 
inal behavior, such as Synanon, a drug treatment pro- 
gram (69). 

Ultimately, zealous group modalities may come to 
serve as useful adjuncts to psychiatric care. Experience 
shows, however, that the leadership in such groups 
should not rest solely in the hands of a few leaders and 
that members should have access to objective scientific 
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observations on the problems they address, thereby 
avoiding cultic seclusiveness. They should define clear 
limits on the degree to which they impinge on the var- 
ious areas of function of members’ lives, and they 
should also maintain an open and cooperative rela- 
tionship with appropriate professionals in the commu- 
nity. If groups of this nature can be promoted and 
studied for their effectiveness as collaborators in the 
treatment process, resources available to the mental 
health field may be materially enhanced. 
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Affective Spectrum Disorder: 
Does Antidepressant Response Identify a Family 
of Disorders With a Common Pathophysiology? 


James I. Hudson, M.D., and Harrison G. Pope, Jr., M.D. 





Response to pharmacologic treatments may identify 
groups of disorders with a common pathophysiology. 
The authors applied a treatment-response model, based 
on four classes of antidepressants (tricyclic types, mon- 
oamine oxidase inhibitors, serotonin uptake inhibitors, 
and atypical agents), to the medical literature. The mod- 
el identified eight disorders that may share a patho- 
physiologic abnormality: major depression, bulimia, 
panic disorder, obsessive-compulsive disorder, atten- 
tion deficit disorder with hyperactivity, cataplexy, mi- 
graine, and irritable bowel syndrome. Phenomenologic 
and family studies support this grouping. If the model 
is validated, this family of disorders, which the authors 
term “affective spectrum disorder,” would represent 
one of the most prevalent diseases in the population. 

(Am J Psychiatry 1990; 147:552-564) 


N { any psychiatric and medical disorders respond 

to antidepressant medications. Because these 
disorders may respond fully to antidepressants from 
several unrelated chemical classes, it follows that they 
may share a pathophysiologic “step” in the etiologic 
chain of steps required for their expression. We de- 
scribe the development and application of a model de- 
signed to identify members of this proposed family of 
disorders, here termed “‘affective spectrum disorder.” 
The disorders identified include major depression, bu- 
limia, panic disorder, obsessive-compulsive disorder, 
attention deficit disorder with hyperactivity, cataplexy, 
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migraine, and irritable bowel syndrome. Several other 
disorders, such as posttraumatic stress disorder and 
atypical facial pain, nearly meet the criteria of the 
model as well. 

Even before the antidepressant era, some theorists 
suspected a relationship among several of these disor- 
ders on the basis of clinical phenomenologic obser- 
vations alone. Modern phenomenologic and family 
studies have continued to demonstrate comorbidity be- 
tween the various forms of affective spectrum disorder. 
Thus, there is cross-validation between these findings 
and those of the model, reinforcing the hypothesis 
that affective spectrum disorder represents a valid 
entity. 

The model generates a series of testable predictions 
that are presented at the end of this paper. 


RATIONALE FOR A TREATMENT-RESPONSE 
MODEL 


Throughout the history of medicine, response to 
treatment has been used as one method to identify 
disorders that share a pathophysiologic abnormality. 
Such an approach might be illustrated by the findings 
of eighteenth-century physicians who treated “sea dis- 
eases” in the British navy (1, 2). Seamen on long ocean 
voyages developed many disorders, among them pu- 
trid gums, lassitude, spots, and weak knees. These four 
disorders all responded to certain food groups, includ- 
ing citrus fruits, fresh vegetables, and raw meats. 
Other common sea diseases, however, such as fevers, 
consumptions, and rheumatisms, showed little re- 
sponse to any dietary treatment. These observations 
supported the hypothesis that putrid gums, lassitude, 
spots, and weak knees—but not fevers, consumptions, 
or rheumatisms——might be due to a common underly- 
ing abnormality. This hypothesis proved correct: the 
various features of scurvy are attributable to ascorbic 
acid deficiency and respond to foods containing this 
vitamin. 

In general, then, if one observes disorders D,, 
D,,... Dy, all of which respond to treatment classes 
C,, Co, . . . Cy (which in modern medicine usually rep- 
resent drug classes rather than foods), a likely hypoth- 
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esis is that D,, D2, ... Dy share a specific physiologic 
abnormality, which drug classes C,, C,... Cy, al- 
though differing in chemical structure and in many of 
their other clinical pharmacologic effects, ameliorate 
through a common action. 

Note that it may not be sufficient for this argument 
to demonstrate that D,, D2, ... Dy respond to a single 
drug class C,. For example, major depression, a psy- 
chiatric disorder, and kala azar (cutaneous leishmania- 
sis), a protozoal infection, both respond to clomi- 
pramine. But these diseases are unrelated—as 
evidenced by the observation that other drug classes 
effective for depression, such as monoamine oxidase 
inhibitors (MAOIs) and serotonin uptake inhibitors, 
are ineffective for kala azar. The case is different, how- 
ever, if disorders D,, D2,... Dy are all found to re- 
spond to drugs from the same series of different chem- 
ical classes. It then becomes improbable that drug 
families C} through Cy all treat D, by one mechanism 
of action, while treating D, by a second, entirely un- 
related mechanism which, by chance, they also share, 
and so forth through Dy. A more parsimonious expla- 
nation is that there is only one mechanism of action 
common to all of the several drug classes and that 
these classes ameliorate D,, D3, . . . Dy through this 
mechanism, acting on a specific physiologic abnormal- 
ity that D,, Da, - . . Dy share. 

A promising application for this model in contem- 
porary medicine is with so-called antidepressants. 
These drugs fall into distinct chemical classes, and 
many psychiatric and medical disorders respond to 
agents from several of these classes. Thus, a family of 
disorders, linked by a possible common physiologic 
abnormality, may be identified. This family is here pro- 
visionally termed “affective spectrum disorder.” Al- 
though this term has been used in the past, with vari- 
ous definitions (3), it will be defined in this paper by 
specific antidepressant-response criteria and not by 
any previous set of criteria. It should also be noted that 
the choice of the word “‘affective” is arbitrary, reflect- 
ing simply the historical fact that antidepressants were 
generally first used to treat depression and only later 
found to be effective in other disorders. 


DESIGN OF THE MODEL 


We reviewed the current classifications of antide- 
pressants (4—6) and derived the following drug classes: 
tricyclic type (tricyclic antidepressants, such as imipra- 
mine, and chemically similar agents, such as mapro- 
tiline and viloxazine), MAOIs (potent inhibitors of 
MAO, such as phenelzine and tranylcypromine), sero- 
tonin uptake inhibitors (potent and selective inhibitors 
of serotonin uptake, such as fluoxetine, fluvoxamine, 
and zimelidine), and atypical agents (drugs such as bu- 
propion, mianserin, nomifensine, and trazodone, with 
profiles of action different from those of other drug 
classes). We did not include in our analysis drugs clas- 
sified primarily as antimanic agents, anxiolytics, anti- 
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convulsants, or stimulants. Although drugs such as~ 
lithium, alprazolam, carbamazepine, and ampheta- 
mine are probably effective in major depression (4, 
7-9), they have been studied less extensively than stand- 
ard antidepressants in major depression and much less 
extensively in many other disorders, making them less 
useful for our model. Similarly, a nonpharmacologic 
treatment, ECT, although clearly effective in major de- 
pression (4, 6), hes been insufficiently studied in most 
other disorders. 

We then surveyed the literature for treatment studies 
that used these classes of antidepressants in all psychi- 
atric and medical disorders listed in ICD-9-CM (10). 
We evaluated disorders that consistently respond to 
antidepressants from two or more classes as candidate 
members of the affective spectrum disorder family. We 
omitted from evaluation disorders such as other affec- 
tive disorders, schizoaffective disorder, and organic af- 
fective syndrome, since these conditions are already 
defined primarily by the presence of affective symp- 
toms. We also omitted a few poorly defined disorders, 
including tension headache and back pain, because of 
the highly variable diagnostic criteria used in antide- 
pressant studies of these entities. 

We rated response to a given antidepressant on a 
5-point scale, from (—) to (+++-+) (see table 1 [foot- 
note a] for definitions of ratings). When response to a 
particular drug class had not been assessed, we as- 
signed a rating of insufficient data. We considered a 
single case report or chart review study as insufficient 
data. 

We classified disorders at two levels of confidence on 
the basis of antidepressant response. A level of poten- 
tially high specificity but possibly low sensitivity, des- 
ignated as probable affective spectrum disorder, re- 
quired that the disorder respond to drugs from at least 
three of the four antidepressant classes in placebo-con- 
trolled studies (rating of +++ or ++++ in each 
class). A second level, of higher sensitivity but possibly 
lower specificity, designated possible affective spec- 
trum disorder, required that the disorder respond to 
drugs from at least three of the four classes (rating of 
++ or better), with efficacy in placebo-controlled 
studies (rating of +++ or ++++) established in at 
least one. 


FINDINGS 


The following four disorders, in addition to major 
depression, met criteria for probable affective spec- 
trum disorder: bulimia, panic disorder, obsessive-com- 
pulsive disorder, and attention deficit disorder with 
hyperactivity (table 1). The following three additional 
disorders attained a rating of possible affective spec- 
trum disorder: cataplexy (the syndrome of “drop at- 
tacks,” characteristically observed in narcolepsy), mi- 
graine, and irritable bowel syndrome (table 2). 

Several other candidate disorders did not reach cri- 
teria for probable or possible affective spectrum disor- 
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AFFECTIVE SPECTRUM DISORDER 


TABLE 1. Response of Probable Forms of Affective Spectrum Disorder to Antidepressants 








Tricyclic Type MAOIs Serotonin Uptake Inhibitors 
Disorder Medication Rating? Studies Medication Rating? Studies Medication Rating Studies 
Bulimia Desipramine ++++ 11-13 Phenelzine ++++ 14,15 Fluoxetine ++++ 16,17 
Imipramine ++++ 20-23 Isocarboxazid +++ 24,25 
Amitriptyline + 29> Tranylcypromine ++ 31-35 
Panic disorder® Clomipramine ++++ 40, 41 Phenelzine ++t+ 42, 43 Zimelidine +++ 44 
Imipramine ++++ 42-44, 47-542 Fluoxetine ++ 56,57 
Desipramine ++ 59-61 Fluvoxamine ++ 62-65 
Nortriptyline ++ 59, 66 
© Maprotiline + 62, 67, 68 
Obsessive-compul- Clomipramine ++++ 69-77° Phenelzine ++ 79-82 Fluvoxamine ++++ 83, 84 
sive disorder Doxepin ++ 86, 87 Tranylcypromine ++ 82,88, 89 Fluoxetine ++ 90-95 
Amitripryline + 102-104 Clorgyline - 74 Zimelidine + 105-108 
Imipramine + 87, 102, 105, 
109-114° 
Desipramine — 106, 115—117 
Nortriptyline ~ 73 
Attention deficit Desipramine ++++ 119-121 Clorgyline +++ 122 — 
disorder with Clomipramine +++ 119 Tranylcypromine +++ 122 
hyperactivity‘ Imipramine ++ 127 L-Deprenyl — 128 








"Uncontrolled studies not cited if two or more placebo-controlled studies showed efficacy of drug. Ratings: ++-++=supported by two or 
more placebo-controlled studies, with little or no counterevidence; +++=supported by one placebo-controlled study and, usually, open 
studies, with little or no counterevidence; + +=supported by at least one open study, with possibly some counterevidence; + =supported by 
balance of evidence, but evidence of efficacy limited or significant counterevidence present; —=not supported by balance of evidence, but 
limited evidence for efficacy may be present; —-=insufficient data. 

>Inadequate drug doses may have contributed to lack of efficacy observed (see Pope and Hudson (30°). 

“Includes panic disorder with or without agoraphobia; most studies involved patients with phobic avoidance. 

“Most, but not all, studies showed superiority of drug to placebo (see Lydiard and Ballenger [55]). 

“For further analysis of these studies, see White and Cole (78). 

Studies using pre-DSM-III criteria are not easily compared and hence are not included (see Aschenbach {118)). 


TABLE 2. Response of Possible Forms of Affective Spectrum Disorder to Antidepressants 

















Tricyclic Type MAOIs Serotonin Uptake Inhibitors 
Disorder Medication Rating? Studies Medication Rating? Studies Medication Rating? Studies 
Cataplexy Viloxazine +++ 129 LŁ-Deprenyl ++ 130° Femoxetine +++ 132 
Clomipramine ++ 133-139 Phenelzine ++ 140 Fluoxetine ++ 139 
Desipramine ++ 137,141 Fluvoxamine ++ 138 
Imipramine ++ 135, 137, Zimelidine ++ 144 
141-143 
Protriptyline ++ 145, 146 
Migraine Amitriptyline ++++ 147-149 Phenelzine ++ 150, 151 — 
Clomipramine + 154,155 Tranylcypromine +t 151 
Irritable Desipramine ++++ 156, 157 Phenelzine ++ 158, 159 — 
bowel Trimipramine ++++ 161-163 
syndrome Amitriptyline +++ 164-166 
Doxepin ++ 160,163, ` 
167, 168 
Nortripryline ++ 169 











"See table 1 for definitions of ratings of efficacy. 


Earlier study by the same group ‘131), using lower doses, failed to show efficacy. 


der (table 3). Some of these disorders fell below criteria 
simply because sufficient trials, especially with non- 
tricyclic types of agents, had not been reported. Thus, 
these candidates should not be considered as rejected, 
but rather as disorders for which insufficient data exist. 
Particularly promising candidates for forms of affec- 
tive spectrum disorder are posttraumatic stress disor- 
der and atypical facial pain. 

We then reviewed phenomenologic studies that ex- 
amined the lifetime prevalence of other disorders in 
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patients with an index diagnosis of a given form of 
affective spectrum disorder and family studies that as- 
sessed the prevalence of various disorders in the rela- 
tives of such individuals. Most studies have tested the 
relationship between the proposed forms of affective 
spectrum disorder and major affective disorder. Phe- 
nomenologic studies consistently have shown high 
rates of major affective disorder in patients with all of 
the proposed forms of affective spectrum disorder ex- 
cept cataplexy, which has been investigated less exten- 
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TABLE 1. (continued) 























Atypical Agents 
Medication Rating* Studies 
Bupropion +++ 18, 19 
Nomifensine +++ 14, 26-28 
Trazodone +++ 3 1, 36-38 
Mianserin ~- 39 
Trazodone + 45, 46 
Bupropion ~ 58 
Mianserin +++ 70, 85 
Trazodone ++ 96-101 
Bupropion +444 123, 124 
Mianserin - 125, 126 
TABLE 2. (continued) 

Atypical Agents 
Medication Rating? Studies 
Mianserin +++ 152, 153 
Trazodone ++ 160 


sively (table 4). Conversely, patients with major affec- 
tive disorder have been reported to show high rates of 
panic disorder (220, 233, 238, 275), obsessive-com- 
pulsive disorder (220, 276), attention deficit disorder 
with hyperactivity (277), and migraine (278, 279). 
Community studies and other studies of nonpatient 
samples have also found frequent comorbidity of ma- 
jor affective disorder with bulimia (220), panic disor- 
der (280, 281), obsessive-compulsive disorder (280, 
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282), attention deficit disorder with hyperactivity 
(283), and migraine (279, 281, 284). 

Family studies consistently have shown high rates of 
major affective disorder in the relatives of patients with 
bulimia, panic disorder, and attention deficit disorder 
with hyperactivity; family data for other forms of af- 
fective spectrum disorder are more limited (table 4). 
Conversely, patients with major affective disorder have 
been reported to show high familial rates of panic dis- 
order (285), attention deficit disorder with hyperactiv- 
ity (286-290), and migraine (279). 

Some studies have further tested the model by ex- 
ploring the relationship between other disorders 
within the family of affective spectrum disorder. For 
example, high rates of panic disorder have been found 
in a majority of studies of patients with bulimia (209, 
216, 220), obsessive-compulsive disorder (246, 247, 
291), migraine (151), and irritable bowel syndrome 
(269, 274); high rates of obsessive-compulsive disor- 
der have been found in a majority of studies of patients 
with bulimia (20%, 220, 221) and panic disorder (292— 
294); and high rates of migraine (295) and irritable 
bowel syndrome (159) have been found in patients 
with panic disorder. 


DISCUSSION 


The treatment-response model developed in this pa- 
per identified the following seven probable or possible 
forms of affective spectrum disorder in addition to ma- 
jor depression itself: bulimia, panic disorder, obses- 
sive-compulsive disorder, attention deficit disorder 
with hyperactivity, cataplexy, migraine, and irritable 
bowel syndrome. Several other disorders, such as post- 
traumatic stress disorder and atypical facial pain, fell 
only slightly below the criteria of the model. The iden- 
tified forms of zffective spectrum disorder, including 
major depression, afflict a large portion of the popu- 
lation (136, 280, 283, 296—298). 
Several earlier theorists, writing long before the ad- 
vent of antidepressant medications, suspected an asso- 
ciation between many of these disorders on the basis of 
clinical observations alone. In 1934, Lewis (299) noted 
high rates of panic disorder and obsessive-compulsive 
disorder in melancholic patients and advocated a uni- 
tary view of affective and anxiety disorders. Even ear- 
lier, Janet (300) argued for the clinical unity of the 
agitations forcées—a family of disorders that encom- 
passed obsessive-compulsive disorder; phobic disor- 
ders; panic disorder; bulimia (301); pain syndromes, 
including cases suggestive of migraine and atypical fa- 
cial pain; and, among other physiologic disorders, gas- 
trointestinal conditions suggestive of irritable bowel 
syndrome. Janet found the agitations farcées fre- 
quently associated with dysthymia and major depres- 
sion (psychasthénie and neurasthénie, respectively) but 
distinct from hysteria. Modern phenomenologic and 
family studies, as noted earlier, support the impres- 
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TABLE 3. Disorders for Which at Least Two Classes of Antidepressants Have Been Tested But Which Do Not Meet Criteria for Forms of 
Affective Spectrum Disorder 





Disorder Evidence for Antidepressant Response? 


Anorexia nervosa Results of controlled studies of amitriptyline were negative (170) or equivocal (171); results of open 
studies of MAOIs (172, 173) and trazodone (172) were equivocal 

Results of controlled studies of amitriptyline (174) and imipramine (175) were positive, but results 
of a controlled study of desipramine were negative (176); results of one controlled study (175) 
and numerous open studies (177—184) of phenelzine were positive, but results of one controlled 
study (185) of phenelzine were negative 

Results of a controlled study of phenelzine (186) were positive; results of an uncontrolled study of 
imipramine (187) were positive 

One positive (188) and one negative (189) controlled study of imipramine; results of a controlled 
study of trazodone (189) were negative 

Tricyclics reported to improve (190-192), exacerbate (193-195), or not affect (195-198) symptoms; 
one uncontrolled study of fluoxetine (199) had equivocal results 

Results of controlled studies of dothiepin (200) and phenelzine (201) were positive 

Two positive (202, 203) and one negative (204) controlled study of protriptyline; results of an open 
study of nomifensine were equivocal (205) 


Posttraumatic stress disorder 


Social phobia 

Generalized anxiety disorder 
Tourette’s syndrome 
Atypical facial pain 


Obstructive sleep apnea® 


“Controlled” indicates placebo controlled; open studies cited only when controlled studies of a given drug class are conflicting or not 
available; single case reports are not cited. 
Drug levels obtained were generally lower than those effective in major depression. 

“Not a disorder in ICD-9-CM but evaluated because of existing literature on antidepressant response. 


TABLE 4. Evidence From Phenomenologic and Family Studies of High Rates of Major Affective Disorder in Patients With Other Forms of 
Affective Spectrum Disorder 


Phenomenologic Studies* Family Studies 





Disorder Rating? Studies Rating” Studies 
Bulimia® +444 206-225 ++++ 206, 207, 210, 2134-215, 
217, 223-2274, 228 

Panic disorder ++++ 229-240 +++ 229, 241, 242°, 244 
Obsessive-compulsive +444 245-248 + 249-252 

disorder 
Attention deficit disorder +++ 253-255 +++ 254, 256-2581 

with hyperactivity‘ . 
Cataplexy ++ 259-265 — 259, 260 
Migraine ++++ 151, 266-268 — 
Irritable bowel syndrome ++++ 269-274 — 





*Phenomenologic studies lacking operational diagnostic criteria not cited if two or more such studies using operational criteria were available. 
Ratings: +++ +=supported by two or more studies using structured interviews to diagnose patients (phenomenology studies) or relatives 
(family studies) by operational criteria, with family studies controlled and little or no counterevidence; ++-+=supported by two or more 
studies using operational criteria to diagnose patients (phenomenology) or relatives (family), with family studies controlled and possibly some 
counterevidence; + +=supported by studies using nonoperational diagnostic criteria (phenomenology) or uncontrolled studies (family), with 
possibly some counterevidence; +=supported by the balance of evidence, but either evidence limited or significant counterevidence present; 
—=insufficient data: available studies, if any, limited and cannot be interpreted as supporting or refuting a relationship to major affective 
disorder. 

“Patients in some studies displayed both anorexia nervosa and bulimia. 

dStudy found high rates of major affective disorder in relatives of control probands as well as in relatives of index probands. 

“Although study found low rates of “primary depression,” it found high rates of “secondary depression” in relatives of probands with panic 
disorder (see reanalysis of this study by Weissman [243]). 

Studies using pre-DSM-III criteria are not easily compared and hence are not included (see Aschenbach [118)]). 


sions of writers such as Lewis and Janet and cross- 
validate the findings of the treatment-response model. 

Possible criticisms of the model, however, should be 
considered. First, not all antidepressant studies in ta- 
bles 1 and 2 had positive findings, nor do all symptoms 
of all patients respond in any given study. To some 
extent, of course, such imperfection is to be expected: 
even in major depression itself, the reported efficacy of 
different antidepressants varies widely among studies, 
and studies of even the best-established agents have 
sometimes reported negative findings (302). But this 
fact alone does not fully explain the variability of an- 
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tidepressant response observed in different forms of 
affective spectrum disorder. Some disorders, such as 
cataplexy and migraine, respond quickly to low doses 
of these medications, and others, such as obsessive- 
compulsive disorder, respond slowly and incompletely 
even to high doses. Such variation might suggest that 
these disorders are unrelated and that independent 
“fast” and “slow” drug mechanisms are operating on 
independent pathophysiologic abnormalities. This 
possibility is illustrated by the earlier example of clo- 
mipramine, which has a rapid “leishmanicidal” effect 
and an independent, slow antidepressant effect. The 
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various forms of affective spectrum disorder, however, 
respond not to one but to three or more chemically 
different classes of antidepressants. To assume that all 
of these classes display a mutual fast mechanism of 
action at one site and a separate mutual slow mecha- 
nism at a different site seems improbable. A more par- 
simonious hypothesis is that the different forms of af- 
fective spectrum disorder share a single physiologic 
abnormality and that variations in the etiology, sever- 
ity, and expression of that abnormality determine the 
efficiency of drug response. 

On the other hand, one cannot exclude the possibil- 
ity that a proposed form of affective spectrum disorder 
might have two independent etiologies. For example, 
there might be two types of migraine: an affective spec- 
trum disorder type that responds to antidepressants 
and a non-affective spectrum disorder type that does 
not. In most of the proposed forms of affective spec- 
trum disorder, however, the percentage of patients 
showing some response to antidepressants is a substan- 
tial majority. This observation argues that non-affec- 
tive spectrum disorder types of these disorders, if 
present, account for a minority of cases. 

The case for non-affective spectrum disorder types 
of the disorders might seem buttressed by the observa- 
tion that many of the disorders respond to other phar- 
macologic and nonpharmacologic treatments that are 
relatively ineffective for major depression: panic disor- 
der may respond to beta-adrenergic blockers (303), 
migraine to ergot alkaloids (304), and irritable bowel 
syndrome to dietary manipulation (305). Such obser- 
vations, however, are irrelevant to the present argu- 
ment: while proposing that antidepressants treat the 
various forms of affective spectrum disorder at a com- 
mon physiologic “point,” the model allows that 
nonantidepressant agents might treat them at other 
“points.” 

Also irrelevant are hypotheses regarding the etio- 
logic chain of steps that lead to the expression of the 
various disorders or the therapeutic chain of steps by 
which antidepressants treat them. To apply the model, 
one need not consider whether, say, bulimia is “‘sec- 
ondary” to major depression or vice versa, nor 
whether antidepressants act by means of neurotrans- 
mitters or at some other physiologic level. The model 
assumes that the organism is a black box and therefore 
argues only that, for each form of affective spectrum 
disorder, one step in the etiologic chain is the same: a 
necessary (but probably not sufficient) physiologic ab- 
normality upon which antidepressants act to treat that 
disorder. By analogy, within the family of autoimmune 
disease, the various disorders (such as systemic lupus 
erythematosus, rheumatoid arthritis, and type I diabe- 
tes mellitus) have widely differing etiologic chains of 
steps. But these chains all share one necessary step: an 
immunologic reaction to host antigens. 

Of course, one must allow that in the case of affec- 
tive spectrum disorder, the mutual step might be a 
trivial one, with the disorders linked by an abnormal- 
ity of little clinical or theoretical interest. For example, 
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pain is a feature of many medical disorders, and pain 
responds to several different classes of analgesics. 
However, it would be of little heuristic value to class 
all such conditions as “‘pain spectrum disorder” be- 
cause analgesics usually treat only the isolated symp- 
tom of pain and not the disorder itself. By contrast, 
antidepressants, when fully effective, appear to treat 
the full clinical syndrome in each form of affective 
spectrum disorder (11, 35, 47, 70, 82, 122, 132, 137, 
150, 160, 163, 306-308). Thus, the hypothesized 
common abnormality in affective spectrum disorder is 
probably not trivial. 

Finally, it must be acknowledged that the model of- 
fers only a first approximation in the classification of 
the forms of affective spectrum disorder: finer differ- 
entiations among the various disorders may become 
evident with pharmacologic dissection (309). For ex- 
ample, obsessive-compulsive disorder appears to re- 
spond better to clomipramine than to desipramine, pos- 
sibly because clomipramine is a serotonin agonist and 
desipramine is not (116). Similarly, it has been pro- 
posed that disorders associated with atypical depres- 
sive symptoms (310), such as bulimia (34), respond 
better to MAOIs than to other classes of antidepres- 
sants, implying possible differences in mechanisms. 
And some antidepressants may be entirely ineffective 
for some forms of affective spectrum disorder, as illus- 
trated possibly by the negative findings of the one 
available open trial of bupropion in panic disorder 
(58). To resolve such questions will require a more 
complete inventory of controlled pharmacologic stud- 
ies than is currently available. Similarly, much further 
study will be needed to determine the biological mech- 
anisms by which the drug classes act in affective spec- 
trum disorder. Fortunately, as mentioned earlier, 
knowledge of the actual mechanisms operating within 
the black box is not required for the present model. 
However, the madel may help to focus the search for 
these mechanisms. 


PREDICTIONS 


Predictions suggested by the model range from the lim- 
ited to the general. We consider probable and possible 
forms of affective spectrum disorder together in what 
follows, but it should be noted that predictions regarding 
the former are offered with greater confidence. 

1. Controlled studies will confirm a higher than av- 
erage lifetime prevalence of major affective disorder in 
individuals with cataplexy, for which phenomenologic 
data at present are limited. More generally, all forms 
of affective spectrum disorder will show frequent co- 
morbidity not only with major affective disorder but 
with one another. 

2. Relatives of individuals with obsessive-compul- 
sive disorder, cataplexy, migraine, and irritable bowel 
syndrome will display a higher prevalence of major 
affective disorder than relatives of control subjects. At 
present, family data in these disorders are limited. 
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More generally, relatives of individuals with all forms 
of affective spectrum disorder will demonstrate a 
higher prevalence of both major affective disorder and 
the other forms of affective spectrum disorder than 
relatives of control individuals. However, because the 
hypothesized common physiologic abnormality may 
not be inherited in all forms of affective spectrum dis- 
order, these predictions are less secure than those in 
number 1. 

3. Serotonin uptake inhibitors will prove effective in 
the treatment of attention deficit disorder with hyper- 
activity, migraine, and irritable bowel syndrome. 
Atypical agents will prove effective in cataplexy. Fur- 
thermore, new antidepressants and classes of antide- 
pressants will likely prove effective in all forms of af- 
fective spectrum disorder, provided that their efficacy 
in major depression is clearly demonstrated to be su- 
perior to that of placebo and equal to that of reference 
antidepressants. 

4. A common physiologic abnormality will be 
found in major depression, the other forms of affective 
spectrum disorder, and perhaps in several candidate 
disorders that have not yet met the drug response cri- 
teria required in the present analysis. This abnormality 
will be necessary (although probably not sufficient) for 
these disorders to occur. 

It should be reiterated that an etiologic chain of 
many steps is required to produce the full clinical pic- 
ture of any disorder. The model argues only that 
among these different chains of steps, there is at least 
one step that is the same for all forms of affective 
spectrum disorder. Antidepressants, whatever their 
other actions, will be found to act at this step to inter- 
rupt the etiologic chain of the disorder, thus amelio- 
rating its symptoms. 

-If these predictions prove correct, affective spectrum 
disorder would emerge as one of the most widespread 
diseases of mankind. This development would under- 
score the potential importance of searching its many 
forms for their hypothesized common pathophysiology. 
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Irritable Bowel Syndrome and Psychiatric Illness 


Edward A. Walker, M.D., Peter P. Roy-Byrne, M.D., and Wayne J. Katon, M.D. 


Psychiatric illnesses such as mood, anxiety, and so- 
matization disorders share many common features 
with irritable bowel syndrome. The authors review re- 
cent developments in the definition of irritable bowel 
syndrome and its relationship to psychiatric illness, 
discuss the diagnostic validity of irritable bowel syn- 
drome from several perspectives, and offer a patho- 
physiological model of irritable bowel syndrome that 
integrates many of the biological and psychosocial 
findings of earlier studies. Psychiatric evaluation ap- 
pears to be an important factor in the diagnosis and 
treatment of patients with irritable bowel syndrome. 

(Am J Psychiatry 1990; 147:565—572) 


I rritable bowel syndrome is the most common gas- 
trointestinal disorder encountered by primary care 
physicians and gastroenterologists: prevalence figures 
range from 13% to 52% of new referrals to gastroin- 
testinal clinics (1, 2). Despite the high prevalence of 
this disorder, however, there is incomplete agreement 
on its definition and its status as a valid diagnostic 
entity. 

One of the more striking features of this syndrome is 
the frequent finding of associated psychiatric illness, 
especially mood, anxiety, and somatization disorders. 
Studies have suggested that 54%—100% of patients 
with irritable bowel syndrome may have associated 
psychiatric illness (3—8). Although the psychological 
characteristics and psychiatric illnesses of patients with 
irritable bowel syndrome have been extensively re- 
viewed (9—13), the nature of this association has not 
been well established. 

The clarification of this relationship is important. 
Methodological critiques of other heterogeneous syn- 
dromes such as premenstrual syndrome (14) have 
demonstrated the importance of careful definition and 
delimitation from other disorders, particularly psychi- 
atric conditions, to avoid the problems inherent in 
studying heterogeneous populations. 

There are at least two possible ways that irritable 
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bowel syndrome and psychiatric illness could be re- 
lated. 1) Irritable bowel syndrome could be a precursor 
of psychiatric disorders. This view holds that psychi- 
atric symptoms develop secondary to the stress of a 
chronic physical disease (a “‘somatopsychic’” model). 
2) Irritable bowel syndrome could be an epiphenome- 
non or forme fruste of psychiatric disorders (a “‘psy- 
chosomatic” model). This view is compatible with the 
idea that symptoms like those of irritable bowel syn- 
drome are common in the general population and, 
when amplified by psychiatric illness, reach the status 
of a disease or disorder (15). 

To further evaluate the relationship of irritable 
bowel syndrome and psychiatric illness, we will ex- 
plore four questions: 1) What is known about the def- 
inition and diagnostic validity of irritable bowel syn- 
drome? 2) How are irritable bowel syndrome and 
psychiatric symptoms related? 3) Is there a pathophys- 
iological model for irritable bowel syndrome tnat in- 
cludes a neurobiological component? and 4) What is 
the role of the psychiatrist in the evaluation and treat- 
ment of patients with irritable bowel syndrome? 


WHAT JS IRRITABLE BOWEL SYNDROME? 


It is not easy to define what irritable bowel syn- 
drome is but easv to say what it is not. Since its initial 
description by Powell in 1820, it has been described by 
30 different names, each reflecting changing models of 
organic and psychological etiology (9). Irritable bowel 
syndrome has been considered a diagnosis of exclu- 
sion, assigned to patients whose symptoms lack suffi- 
cient evidence for an organic etiology. 

To avoid the trap of heterogeneity inherent in diag- 
nosis by exclusion, Manning et al. (16) suggested the 
use of operationalized diagnostic criteria to discrimi- 
nate patients with irritable bowel syndrome from 
patients with organic disease. These criteria were fur- 
ther refined by Thompson and Heaton (17), Drossman 
et al. (15), Whitehead and Schuster (18), and, most 
recently, by an international congress on gastroen- 
terology in Rome (Drossman, 1988, personal commu- 
nication). The congress defined irritable bowel syn- 
drome as follows: 


Continuous or recurrent symptoms of: 
1. Abdominal pain, relieved with defecation cr associ- 
ated with change in frequency or consistency of stool, 
and/or 
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2. Disturbed defecation (two or more of): 
a) altered stool frequency, 
b) altered stool form (hard or loose/watery), 
c) altered stool passage (straining or urgency, feel- 

ing of incomplete evacuation), 
d) passage of mucus, 
usually with 
3. Bloating or feeling of abdominal distension. 


Noting the high prevalence of emotional distress in 
patients with irritable bowel syndrome, Whitehead et 
al. (18, 19) suggested that psychological criteria also 
be incorporated into the definition. Additionally, they 
proposed the need for two distinct sets of criteria, one 
for research and another for clinical use. Research di- 
agnostic criteria would select a specific, narrowly de- 
fined, homogeneous population for epidemiologic and 
treatment outcome studies, but a more sensitive, broad 
set of clinical criteria could be used for treatment in 
outpatient clinics. 

Although irritable bowel syndrome was first recog- 
nized as a disorder of the colon, some gastroenterolo- 
gists feel that because the motility and functioning of 
various parts of the gastrointestinal tract are more 
alike than dissimilar, irritable bowel syndrome may 
represent a continuum of similar gastrointestinal diag- 
noses with symptoms that are site-specific depending 
_ on the level of involvement (20-22). Thus, patients 
with esophageal symptoms, delayed emptying syn- 
dromes, and proctalgia fugax may have “irritable- 
bowel-syndrome-like” diseases and need to be studied 
with the same careful methodological consideration. 

The existence of diagnostic criteria for irritable 
bowel syndrome, however, does not imply the validity 
of the diagnosis, and if it is a valid diagnosis we should 
be able to distinguish it from other medical and psy- 
chiatric illnesses. 


IS IRRITABLE BOWEL SYNDROME A VALID 
DIAGNOSIS? 


By definition, a syndrome is a collection of symp- 
toms and signs that co-vary. How unique is the set of 
symptoms and signs of irritable bowel syndrome? 
How much overlap is there with other medical or psy- 
chiatric illness? 

Patients with irritable bowel syndrome manifest 
some symptoms that clearly suggest gastrointestinal 
distress (pain, distention, flatus, and urgency), but they 
also show features of autonomic arousal that are com- 
mon in mood and anxiety disorders, such as weakness, 
fatigue, palpitations, nervousness, dizziness, headache, 
hand tremor, back pain, sleep disturbance, and symp- 
toms of sexual dysfunction (2, 23~26). It is the com- 
bination of these gastrointestinal and psychiatric 
symptoms that appears to separate patients with irri- 
table bowel syndrome from other patients with pure 
gastrointestinal or psychiatric illness. 

Very little is known about the family histories of 
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patients with irritable bowel syndrome. Although 
there have been no genetic studies, some studies sug- 
gested that the symptoms may run in families. Two- 
thirds of the parents and half of the siblings of children 
with recurrent abdominal pain suffered abdominal 
pain themselves (27, 28). However, this finding may 
represent a learned phenomenon rather than a genetic 
phenomenon, since the parents of patients with irrita- 
ble bowel syndrome may have paid more attention to 
their bowel problems (29), 

Irritable bowel syndrome appears to have its onset 
in late adolescence, sometimes before age 15, and af- 
fects twice as many females as males (2). The majority 
of patients are between 20 and 40 years old, and the 
condition is rare after age 60 (12). Studies have found 
symptoms like those of irritable bowel syndrome in 
10%—20% of the general population (15, 17, 30), in- 
cluding individuals who do not seek medical care for 
irritable bowel syndrome (15, 31). The early age at 
onset (32, 33), female predominance (34, 35), and 
lower prevalence in the elderly (32) are similar to char- 
acteristics seen in patients with panic disorder and ma- 
jor depression. 

Irritable bowel syndrome appears to be a chronic 
condition marked by waxing and waning symptoms 
with occasional exacerbations. One-third of the adults 
with the diagnosis of irritable bowel syndrome expe- 
rienced similar symptoms as children (2), and in chil- 
dren with recurrent abdominal pain (which may be a 
precursor of irritable bowel syndrome), gastrointesti- 
nal symptoms tend to remain chronic, although their 
severity varies over time (36, 37). This is consistent 
with the chronicity of anxiety disorders and somatiza- 
tion disorder, both of which appear to be frequently 
associated with irritable bowel syndrome. 

Are there physiological markers that are character- 
istic of patients with irritable bowel syndrome? De- 
spite the general agreement that irritable bowel syn- 
drome is a disorder of intestinal motility, studies have 
varied in their control of critical methodological vari- 
ables, and no characteristic physiological marker has 
been found. Compared with control subjects, many 
patients with irritable bowel syndrome appear to have 
a higher proportion of “slow” (3 cycles/min) myoelec- 
tric activity in the distal colon (38—42). This abnor- 
mality in electrical activity is unrelated to bowel habits 
or diet and persists despite symptom remission (43). 
However, many patients who do not have irritable 
bowel syndrome also have this abnormality, and some 
patients with irritable bowel syndrome have both the 
symptoms and the motility marker, but they do not 
correlate. This variation in the basic electrical rhythm 
of the gut may represent a physiological “trait” that 
confers vulnerability in the presence of additional fac- 
tors, perhaps from the CNS. 

It is not clear, however, that this abnormal myoelec- 
tric activity is directly related to symptoms of irritable 
bowel syndrome. Although it seems to be associated 
with and perhaps regulates slower frequency contrac- 
tions of the colon that are nonpropulsive and segmen- 
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TABLE 1. Studies of Coexisting Gastrointestinal and Psychiatric Symptoms in Patients With Irritable Bowel Syndrome 





Subjects With Coexisting Psychiatric and Gastrointestinal 











Number Disorders 

Number of ; : , 
of Control Psychiat Anxiety Affective Hysteria Other Total 
Study Subjects Subjects Measure N % N % N % N % N % 
Liss et al. (3) 25 0 RDC 6 24 2 8 7 28 8 32 23 92 
Young et al. (4) 29 33 RDC 1 4 S 17 5 17 10 35 21 72 
Fava and Pavan (5) 20 40 RDC 1 S 9 45 3 15 1 5 14 70 
Latimer et al. (6) 16 17 RDC 3 19 5 31 2 13 6 32 16 100 
Wender and Kalm (7)* 22 0 RDC 3 14 11 50 — — 7 32 16 73 
Ford et al. (8) 48 16 RDC — — — — — — — — 26 54 


“Some patients had more than one diagnosis, but total percent reflects the percent of the entire sample with any diagnosis. 


tal and impede normal peristaltic fecal movement (39), 
these slower frequency contractions are not more fre- 
quent at rest in patients with irritable bowel syndrome 
than in normal subjects. However, in patients with 
irritable bowel syndrome they become more frequent 
following infusions of cholecystokinin and pentagas- 
trin (39), food ingestion (40), or balloon distention of 
the colon (44) and seem to be associated with pain in 
patients with irritable bowel syndrome -who have 
prominent meal-associated symptoms (45). Some in- 
vestigators (46, 47) have shown abnormalities in small 
bowel motility as well, suggesting involvement of lev- 
els of the gastrointestinal tract outside the colon. Thus, 
patients with irritable bowel syndrome may have a 
sensitive gastrointestinal tract that responds in an ex- 
aggerated way to stimuli which normally regulate mo- 
tor activity. 

In addition, patients with irritable bowel syndrome 
may experience pain differently, both quantitatively 
and qualitatively. Patients with irritable bowel syn- 
drome report gastrointestinal pain sooner and more 
intensely than control subjects when subjected to step- 
wise colonic balloon distention (44, 48, 49), although 
the methodology of these studies has been criticized 
(50). Furthermore, two studies (49, 51) have found 
that patients with irritable bowel syndrome experience 
pain in unusual, atypical abdominal sites (upper abdo- 
men) as well as in extra-abdominal sites. 

Just as there have been no definitive biological mark- 
ers for irritable bowel syndrome, there do not appear 
to be any characteristic psychological markers either. 
Although patients with irritable bowel syndrome are 
psychologically more distressed than normal subjects, 
they do not have a common psychological profile on 
standard psychological assessment instruments such as 
the MMPI. 

The recent establishment of diagnostic criteria for 
irritable bowel syndrome should improve the chances 
of more accurately identifying the characteristics of the 
syndrome. We accept the imprecision of previous def- 
initions and will attempt to examine clinical features of 
irritable bowel syndrome as they were defined in each 
study. 

What is the evidence that irritable bowel syndrome 
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and psychiatric symptoms occur at the same time in 
the same individual? 


PSYCHIATRIC ILLNESS IN PATIENTS WITH 
IRRITABLE BOWEL SYNDROME 


Studies of coexisting gastrointestinal and psychiatric 
symptoms in patients with irritable bowel syndrome 
have been difficult to compare due to methodological 
differences. However, more recent studies show a con- 
sistent trend toward substantial psychiatric illness in 
this population, as illustrated in table 1. 

Interpretation of these studies is problematic. First, 
Research Diagnostic Criteria prevent the simultaneous 
diagnosis of anxiety disorders when a primary affective 
illness diagnosis is made, and since estimates suggest 
that 25%-33% of patients with depression may also 
suffer from a concurrent anxiety disorder (52), the 
prevalence of anxiety diagnoses is most likely consid- 
erably higher than these studies suggest. Second, some 
patients receiving the diagnosis of “hysteria” (who 
would probably now meet criteria for somatization 
disorder) may well have had panic disorder, since the 
Epidemiologic Catchment Area data have demon- 
strated considerable overlap of symptom criteria be- 
tween panic disorder and somatization disorder (53). 
Nonetheless, the total percentage of patients with psy- 
chopathology is very high in groups with irritable 
bowel syndrome. 

Although there is evidence for an association, what 
is the nature of this relationship? 


Hypothesis 1: Irritable Bowel Syndrome Is a 
Precursor of Psychiatric Illness 


The essential feature of the somatopsychic hypoth- 
esis is that psychiatric symptoms develop as a conse- 
quence of or as a reaction to the chronic stress of cop- 
ing with gastrointestinal disease. This is similar to the 
situation in which depression develops secondarily to a 
medical disease such as cancer. For this hypothesis to 
be valid, two conditions must be satisfied. 1) The tim- 
ing of the symptoms of irritable bowel syndrome must 
precede the development of psychiatric symptoms. 2) 
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There should be evidence that other gastrointestinal 
disorders can create similar psychiatric sequelae. 

We could not find any studies to support the idea 
that symptoms of irritable bowel syndrome temporally 
precede mood or anxiety symptoms. However, there 
have been studies of other syndromes frequently con- 
sidered in the differential diagnostic assessment of ir- 
ritable bowel syndrome. Although ulcerative colitis 
has been considered one of the classical psychosomatic 
diseases, patients with this disorder are no more likely 
to have current or lifetime psychiatric diagnoses than 
medically ill control subjects (54). Conversely, patients 
with Crohn’s disease have been found to have a sig- 
nificantly higher prevalence of psychiatric illness than 
medically ill control subjects ($5). However, Crohn’s 
disease is more likely than ulcerative colitis to lead to 
a course of treatment involving multiple surgeries and 
colostomy, chronic steroid use, and hyperalimenta- 
tion. This may lead to a higher prevalence of secondary 
psychiatric illness in patients with this disorder. Al- 
though patients with Crohn’s disease have a higher 
prevalence of psychiatric illness than patients with ul- 
cerative colitis, the prevalence is still far below that of 
patients with irritable bowel syndrome. 

It would appear from these studies that the magni- 
tude of the psychiatric illness found in patients with 
irritable bowel syndrome cannot be explained simply 
as a reaction to the chronic stress of physical disease. 


Hypothesis 2: Irritable Bowel Syndrome Is a Forme 
Fruste of Psychiatric Illness 


Could irritable bowel syndrome be a somatic 
expression of psychiatric illness? This psychosomatic 
or psychophysiological hypothesis asserts that the gas- 
trointestinal manifestations of irritable bowel syn- 
drome are either secondary somatic reactions to psy- 
chological distress or amplifications of mildly aversive 
symptoms that are normally present but are reified into 
a “disorder” by psychological factors. Essential fea- 
tures of this hypothesis are that 1) the timing of symp- 
toms must be preceded by psychological distress and 
psychiatric illness, 2) these a priori psychological fac- 
tors must affect the way symptoms are manifested or 
experienced in irritable bowel syndrome, and 3) effec- 
tive treatments for the underlying psychiatric illness 
should have efficacy in removing the gastrointestinal 
symptoms as well. 

The timing of symptoms. Although there are many 
studies of the psychological characteristics of patients 
with irritable bowel syndrome (3, 4, 8, 56-59), only a 
few studies (3, 4, 8) have reliably measured the relative 
timing of psychiatric symptoms and irritable bowel 
syndrome symptoms. These studies suggested that the 
onset of psychiatric illness frequently precedes the on- 
set of gastrointestinal symptoms in the majority of pa- 
tients with functional gastrointestinal disorders. 

Preliminary data from our ongoing study of psychi- 
atric epidemiology in patients with irritable bowel syn- 
drome support these findings. When a consecutive 
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sample of 13 patients with irritable bowel syndrome 
was compared with a similar sample of 10 patients 
diagnosed with inflammatory bowel disease in a pro- 
spective design with structured psychiatric interview- 
ing (the National Institute of Mental Health Diagnos- 
tic Interview Schedule}, patients with irritable bowel 
syndrome were more likely than control subjects to 
have had a history of anxiety (85% versus 20%; 
p<0.004, Fisher exact test) and somatization disorder 
(77% versus 0%; p<0.001, Fisher exact test) but no 
statistical difference in major depression (54% versus 
20%, n.s., Fisher exact test). 

Do psychological factors affect symptom presenta- 
tion? Most studies of the premorbid psychological 
characteristics of patients with irritable bowel syn- 
drome have had retrospective designs, which can be 
flawed by recall bias and the use of tertiary care pop- 
ulations (patients with irritable bowel syndrome in 
gastrointestinal clinics or those referred to psychiatric 
consultation). The complex interaction of physical ill- 
ness, personal and family responses to illness, and 
learned illness behavior can be difficult to disentangle. 
Nevertheless, a number of studies have examined the 
psychosocial histories of patients with irritable bowel 
syndrome and have suggested that many of the fea- 
tures of irritable bowel syndrome may be more char- 
acteristic of the patient’s coping and adaptation pat- 
terns than of the disease. 

Many people have symptoms like those of irritable 
bowel syndrome but do not report them to physicians 
(15). Conversely, patients with irritable bowel syn- 
drome are more likely to complain of other nongas- 
trointestinal symptoms and have higher rates of phy- 
sician utilization than patients without irritable bowel 
syndrome (24). These patients also have a higher pro- 
portion of abnormal personality patterns, greater ill- 
ness behaviors, lower positive stressful life event 
scores, less coping capability, and more frequent expe- 
riences of symptoms causing life disruption than peo- 
ple with irritable bowel syndrome who do not seek 
care (60). 

Lowman et al. (29) reported that people admitting 
to symptoms of irritable bowel syndrome (patients and 
nonpatients) were significantly more likely than nor- 
mal control subjects to have had childhood histories of 
frequent visits to the doctor; poorer general health; 
more headaches, stomachaches, and pain associated 
with bowel problems; greater parental attention to ill- 
ness; more loss and separation; and more frequent 
school absences. Many of these same characteristics 


‘are commonly found in patients who have high rates of 


use of primary care (61), who often have chronic 
mixed anxiety and depression complaints. Tyrer (62) 
has argued that such subsyndromal complaints are bet- 
ter understood by the abandoned concept of neurosis, 
which also suggests maladaptive personality traits. 
Perhaps people with irritable bowel syndrome who fre- 
quent clinics have premorbid personality characteris- 
tics that modulate the way they perceive and become 
distressed by physiological cues, resulting in depres- 
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sion, anxiety symptoms, and more health-care-seeking 
behavior. Both depression and anxiety have been dem- 
onstrated to interfere with habituation to aversive 
symptoms such as tinnitus and pain, thus amplifying 
distress and disability (63). 

Treatment considerations. Do treatments that are 
effective for psychiatric illness also reduce the symp- 
toms of irritable bowel syndrome? Unfortunately, pre- 
vious studies have contained substantial methodolog- 
ical flaws that make comparison difficult. Klein (64) 
reviewed more than 100 pharmacological treatment 
studies and found only 43 placebo-controlled double- 
blind studies, none of which rigorously met the meth- 
odological criteria essential for establishing efficacy. 
Placebo response rates ranged from 20% to 70%. 
Many treatment studies also lacked specific outcome 
criteria and measures of functional change before and 
after treatment. Some treatments failed to “cure” irri- 
table bowel syndrome but resulted in a decrease in 
certain symptom complaints or a reduction in social 
and occupational disability. 

A few of the pharmacological studies are less prob- 
lematic than others, however. Controlled studies of 
antidepressants (65—70) have yielded equivocal results 
but suggest that these agents may be effective in some 
patients by reducing gastrointestinal symptoms and 
pain. Controlled trials of anxiolytics (71-73) have 
likewise been ambiguous but seem to offer less prom- 
ise. However, Lydiard et al. (74) described five patients 
with irritable bowel syndrome whose symptoms re- 
sembled those of panic disorder in periodicity and as- 
sociated symptoms who responded to treatment with 
alprazolam. 

There are very few well-designed studies of response 
to behavioral or psychotherapeutic treatment interven- 
tions. The provision of suitable control therapies and 
the operational definition of psychotherapeutic tech- 
nique are difficult. Studies of combined psychotherapy 
with a benzodiazepine (75), time-limited group psy- 
chotherapy (76), combined medical and psychothera- 
peutic treatments (25, 77), and hypnotherapy (78) 
have suggested some potential advantage to multi- 
modal therapies. These studies are subject to some of 
the same methodological flaws of the pharmacological 
studies, however, and the results are inconclusive. 


A PATHOPHYSIOLOGICAL MODEL FOR IRRITABLE 
BOWEL SYNDROME 


Patients with irritable bowel syndrome appear to 
have myoelectric abnormalities even in the asympto- 
matic state. It is possible that these abnormalities in- 
teract with the CNS to produce symptoms of irritable 
bowel syndrome in susceptible patients. 

The enteric nervous system has been called the 
“third division” of the autonomic nervous system (79), 
structurally resembling the CNS more than the periph- 
eral nervous system. The enteric nervous system has a 
myenteric-blood barrier similar to the blood-brain bar- 
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rier, uses glial cells for support rather than Schwann 
cells, and can manifest reflex activity in vitro, operat- 
ing independently of CNS control (80). The enteric 
nervous system contains as many intrinsic neurons as 
the spinal cord (about 10°), yet it receives only about 
2,000 efferents from the CNS (80). 

Many neurotransmitters and behaviorally relevant 
peptides commonly found in the CNS function as reg- 
ulators of motility (81—84). At least 14 gastrointestinal 
peptides are found in the CNS (85), and although the 
functional activity of these neurotransmitters and pep- 
tides has not been assessed in patients with irritable 
bowel syndrome, one recent study suggested that 
cholecystokinin may induce panic-like attacks in some 
individuals (86). 

The CNS link in the association of psychiatric dis- 
orders and irritable bowel syndrome may be the locus 
ceruleus (87). The locus ceruleus accounts for about 
70% of all CNS noradrenergic activity, and it has been 
observed that higher levels of locus ceruleus activity 
are correlated with vigilance and attention to novel or 
fear-provoking stimuli, but less activation appears to 
be associated with behaviors such as sleep, grooming, 
and feeding (88). This suggests that the locus ceruleus 
acts as a gate controlling the signal-to-noise ratio of 
incoming stimuli. It appears to have substantial af- 
ferent input from the viscera (89) and receives direct 
innervation from the medullary nucleus solitarius (90), 
an area known to be a principal locus for afferent in- 
formation from the gut (91). 

Studies of emotional modulation of gut motility 
have shown that anxiety, fear, and depression result in 
hypomotility and that aggressive feelings such as hos- 
tility and resentment can cause hypermotility (91). Psy- 
chiatric disorders, particularly anxiety and somatiza- 
tion disorders, frequently involve gastrointestinal 
complaints. Studies have suggested that there is patho- 
logical dysregulation of the locus ceruleus in panic dis- 
order (92, 93) and, possibly, in depression as well (94). 
Thus, the locus ceruleus is one possible CNS area hav- 
ing both afferent and efferent connections to the gut 
that might constitute the “missing link.” 

The locus ceruleus may combine cortical, limbic, 
and visceral sensory stimuli and then redistribute the 
output among the same systems in a manner that does 
not reach conscious awareness. Thus, internal bowel 
events may cause discharge of the locus ceruleus, 
greater anxiety, and psychophysiological gastrointesti- 
nal symptoms. The gastrointestinal symptoms may 
then cause peripheral activation of the locus ceruleus, 
resulting in greater anxiety, adding to the mental stress 
of the individual and further overwhelming coping 
mechanisms (95). 


CLINICAL EVALUATION AND MANAGEMENT 
Although not all patients with irritable bowel syn- 


drome have psychiatric comorbidity, psychiatric refer- 
ral may be beneficial in the clinical management of 
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many patients. The psychiatrist may be of assistance 
by reframing irritable bowel syndrome as a biological 
vulnerability that worsens with psychological] distress, 
providing proper diagnosis and treatment of coexisting 
psychiatric disease and maladaptive illness behaviors, 
and developing a multimodal treatment plan including 
psychotherapeutic and pharmacological management. 
Psychotherapy may be useful to restore adaptive cop- 
ing mechanisms, and antidepressants may be effective 
in patients with prominent mood symptoms. Benzodi- 
azepines may also prove useful, but care must be taken 
to avoid problems with abuse and dependence in pa- 
tients with somatization traits. Therapeutic goals should 
be restricted to symptom reduction rather than cure, 
since many gastrointestinal symptoms may persist af- 
ter resolution of the concurrent psychiatric disorder. 

The gastroenterologist may also benefit from advice 
on the practical management of patients with somat- 
oform disorders, especially their high rates of use of 
medical services and dependent personality character- 
istics. The use of brief, regularly scheduled visits may 
help to reassure the patient that his or her symptoms 
are being taken seriously and may reduce symptom 
amplification (96). 

In the psychiatric evaluation of these patients, one 
should pay particular attention to illness behaviors in 
the family of origin. Personal and family histories of 
chest pain, headache, low back pain, somatoform dis- 
orders, disability syndromes, and other medical condi- 
tions known to be associated with mood and anxiety 
disorders should be considered and noted in patients 
with irritable bowel syndrome. 

Patients with irritable bowel syndrome manifest 
many noncolonic and systematic symptoms that are 
difficult to incorporate into a_pathophysiological 
model of irritable bowel syndrome. Perhaps the recog- 
nition and proper treatment of coexisting psychiatric 
disorders and maladaptive illness behaviors will assist 
in the accurate elucidation of physiological features of 
irritable bowel syndrome. 
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Inverse Relationship Between Defensiveness 
and Lifetime Prevalence of Psychiatric Disorder 


Richard D. Lane, M.D., Kathleen R. Merikangas, Ph.D., Gary E. Schwartz, Ph.D., 
Suzanne S. Huang, M.P.H., and Brigitte A. Prusoff, Ph.D. 





Defensiveness (the tendency not to report unfavor- 
able information about oneself), as measured by the 
Marlowe-Crowne Social Desirability Scale, has been 
shown to be inversely correlated with self-reported 
symptoms. In this family study of depression, direct 
interviews with 380 subjects combined with relatives’ 
reports revealed a similar inverse relationship between 
defensiveness and lifetime prevalence of any psychiat- 
ric disorder, especially when diagnostic status was 
most certain and among those at greater risk for psy- 
chopathology. The authors conclude that the Mar- 
lowe-Crowne scale measures a factor or trait associ- 
ated with the relative absence of psychiatric disorder, 
not the underreporting or denial of disorder. 

(Am J Psychiatry 1990; 147:573-578) 
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Ithough other sources of information are rou- 

tinely used to assign diagnoses for clinical or re- 
search purposes, patients’ self-reports play an impor- 
tant role in determining the outcome of diagnostic 
assessments. This is particularly true when structured 
interviews such as the Schedule for Affective Disorders 
and Schizophrenia (SADS) (1) and the National Insti- 
tute of Mental Health Diagnostic Interview Schedule 
(DIS) (2) serve as the basis for research diagnoses. 
However, a long tradition in the field of psycholegical 
(3) and psychiatric (4-7) assessment has demonstrated 
that self-reports of symptoms may be less accurate 
than clinical assessments. Previous studies (8—10), in- 
cluding three community surveys of mental health (11— 
13), have found an inverse association between defen- 
siveness, as measured by the Marlowe-Crowne Social 
Desirability Scale (14), and scores on self-report symp- 
tom inventories. These data raise the question of 
whether diagnostic assessments derived solely from 
self-reported symptoms may be less valid among de- 
fensive subjects when they are asked to report on neg- 
ative attributes. 

The Marlowe-Crowne scale was developed in 1960 
to measure the tendency to present oneself in an espe- 
cially positive light. It was essentially intended as a 
measure of “other-deception”: “the truth” is known to 
the subject but is not presented in order to win social 
approval. More recently, the Marlowe-Crowne scale 
has been thought to measure self-deception as well— 
the subject, unconsciously protecting his or her vulner- 
able self-esteem, is unaware of unpleasant emotional 
realities and therefore does not report them (15—19). 
According to the original design of the scale, self-re- 
ports are thought to be inaccurate because they are 
knowingly biased by the subject in a favorable direc- 
tion. Such distortions could lead to underestimates of 
the prevalence of psychiatric disorder. According to 
the later interpretation of the scale, however, self-re- 
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ports are an accurate reflection of what the subject 
knows and do not involve intentional distortion. To 
the extent that psychiatric disorders are defined by the 
symptoms that people experience, lower rates of disorder 
among defensive subjects would thus be accurate. 

Distinguishing between these two alternatives in 
evaluating the accuracy of self-reported psychopathol- 
ogy has been difficult because previous research has 
generally not provided external validation of self-re- 
ported symptoms. However, two studies (13, 20) have 
demonstrated that when correlations between self-re- 
ported symptoms and an objective assessment of symp- 
toms were corrected for “social desirability,” the cor- 
relations did not increase, as would be expected if the 
Marlowe-Crowne scale were measuring other-decep- 
tion during self-report. Rather, such findings suggest 
that the self-reported symptoms were accurate and 
that the measure of social desirability reflects a sub- 
stantive personality variable which is actually associ- 
ated with fewer symptoms, consistent with the self- 
deception interpretation of the Marlowe-Crowne scale. 
Based on these findings, therefore, one would predict that 
lifetime prevalence of psychiatric disorder diagnosed ac- 
cording to modern methods is truly lower among indi- 
viduals who score higher on the Marlowe-Crowne scale. 

Although previous studies have found a direct asso- 
ciation between Marlowe-Crowne scale scores and age 
(11, 12) and sex (21), to our knowledge these associ- 
ations have not been confirmed in a study using the full 
33-item version of the Marlowe-Crowne scale in 
adults of varying ages. Furthermore, the community 
surveys that assessed the relationship between self-re- 
ported symptoms and Marlowe-Crowne scale scores 
used symptom inventories that are not currently in use 
in modern studies in psychiatric epidemiology. In the 
present study, the association between scores on the 
Marlowe-Crowne scale and the Symptom Checklist-90 
(SCL-90) (22), which has demonstrated reliability and 
validity and assesses a variety of psychopathological 
symptoms (23, 24), was examined for the purposes of 
replicating previous research by using newer methods 
and demonstrating the applicability of previous re- 
search to our sample. 

Based on the above considerations, we predicted 1) 
an inverse correlation between scores on the Marlowe- 
Crowne scale and the SCL-90 and 2) an inverse asso- 
ciation between scores on the Marlowe-Crowne scale 
and lifetime prevalence of research diagnostic criteria 
(RDC)-defined psychiatric disorders (25) according to 
the SADS-L (26, 27). Furthermore, we also wished to 
determine whether these relationships were altered by 
controlling for age and sex and whether the self-decep- 
tion or other-deception interpretation of the Marlowe- 
Crowne scale was more valid. 


METHOD 


Comprehensive clinical assessments of depressed 
and normal probands and their adult first-degree rel- 
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atives (parents, siblings, and children) were made 
through direct diagnostic interviews using a modifica- 
tion of the lifetime version of the Schedule for Affective 
Disorders and Schizophrenia (SADS-L) RDC (25-27). 
A retrospective cohort design was used in which the 
lifetime history of any psychiatric diagnosis was the 
major outcome of interest. 

The subjects for this study came from the family 
study of depression of Weissman et al. (28). All of the 
probands were white, and the depressed and normal 
groups were matched for sex and age. The depressed 
probands met RDC criteria with slight modifications 
for major nonbipolar depression, had all received treat- 
ment for depression, and were generally not receiving 
treatment at the time of entry into the study. The normal 
probands were drawn from a population sample that 
had been followed longitudinally between 1967 and 
1976, reinterviewed on at least three occasions during 
that period, and had given no evidence of psychiatric 
disorder or treatment, either by history or at interview. 

A diagnostic assessment was made of every living 
first-degree relative and spouse who was residing in the 
United States. Relatives were interviewed with a mod- 
ified SADS-L interview (29). In addition, family history 
data were obtained from multiple informants and from 
medical records on all other first-degree relatives, liv- 
ing or dead (30). A total of 40% of the relatives were 
directly interviewed. 

Diagnoses were made according to RDC from each 
direct interview. Family history reports and the results 
of the direct interview plus treatment records when 
relevant were then blindly reviewed separately by two 
clinicians, who then assigned a “best estimate diagno- 
sis” based on all of the information (31, 32). 

Two self-report measures were used in this study. 
The Marlowe-Crowne scale (14) is a 33-item true-false 
questionnaire derived in part from the F, L, K, and 
manifest anxiety subscales of the MMPI and is de- 
signed so that neither response on any item is sugges- 
tive of psychopathology. Fifteen items keyed false (the 
denial subscale) are probable but socially desirable 
(e.g., “I am sometimes irritated by people who ask 
favors of me”), and 18 items keyed true (the attribu- 
tion subscale) are improbable but socially desirable 
(e.g., “No matter who I’m talking to, I am always a 
good listener”). The more items endorsed as keyed, the 
higher the score on defensiveness. Ninety-eight pro- 
bands, 227 relatives, and 55 spouses completed the 
Marlowe-Crowne scale. 

The SCL-90 (22) is a 90-item list of words or phrases 
describing psychopathological symptoms that are each 
rated on a 5-point scale of severity. The total score is 
the sum of the values endorsed for each item. Further 
details of the methodology are reported elsewhere (28). 


RESULTS 


The distribution of Marlowe-Crowne scale scores by 
age and sex is shown in table 1. In general, there was 
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TABLE 1. Age, Sex, and Marlowe-Crowne Social Desirability Scale 
Scores of Depressed and Normal Probands (N=98) and Their Rel- 
atives (N=227) and Spouses (N=55)? 


Mean Marlowe-Crowne 


Age and Sex N Score 
Age group (years) 

0-19 13 17.03 
20-29 76 16.84 
30-39 64 18.31 
40-49 75 20.17 
50-59 78 21.44 
60 and older 74 23.45 

Sex 
Male 169 18.58 
Female 211 21.03 


Significant difference in scores by age (adjusted for sex) (F=34.57, 
df=1, 377, p<0.0001). Significant difference in scores by sex 
(adjusted for age) (F=17.95, df=1, 337, p<0.0001). Significant 
difference in scores for the combined effects of age and sex, exclud- 
ing any interactions between age and sex (F=26.26, df==2, 377, 
p<0.0001). 


a linear increase in total Marlowe-Crowne scale score 
with increasing age. Consistent with other studies, 
women scored significantly higher on total Marlowe- 
Crowne scale than men. The interaction between sex 
and age was not significant. 

The correlations between total SCL-90 score and 
Marlowe-Crowne scale total score (r=—0.3469) and 
subscale scores (denial subscale, r=—0.4197; attribu- 
tion subscale, r=—0.1932) were all significant (p< 
0.0001; df=379) and in the predicted direction. These 
correlations remained significant even when the effects 
of sex and age were controlled. The magnitude of the 
significance values is in part a function of the large 
sample size (N=380). 

Table 2 shows the total Marlowe-Crowne scale 
scores for the entire sample and for various subgroups 
classified according to presence or absence of any life- 
time psychiatric disorder by the interviewer’s RDC rat- 
ings. Consistent results in the predicted direction were 
observed for all groups. 

The results for probands and their relatives were 
highly significant. However, these results were no 
longer significant when age and sex were controlled. 
Table 2 also shows that among relatives of depressed 
probands, those who had a past history of psychiatric 
disorder had significantly lower Marlowe-Crowne scale 
scores than those who did not, but among relatives of 
normal probands, this same trend was not statistically 
significant. These findings suggest that the association 
between defensiveness and psychiatric disorder is 
greater among relatives at higher risk for psychiatric 
disorder. 

We then determined whether the best estimate 
method yielded results different from those with inter- 
view ratings. Since any potential probands were ex- 
cluded whose interview and best estimate diagnoses 
disagreed, the scores for probands diagnosed accord- 
ing to the two methods were identical. For all relatives, 
the best estimate method identified 45 individuals with 
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TABLE 2. Lifetime History of RDC Psychiatric Disorder and Mar- 
lowe-Crowne Social Desirability Scale Scores of Depressed and 
Normal Probands (N=98) and Their Relatives (N=227) and 
Spouses (N=55) 





Mean 
Marlowe- 
Crowne 
Group N Score t df p 
Entire sample 5.22 378 0.0001 
Any disorder 183 18.26 
No disorder 197 21.51 
Probands 4.65 96 0.0001 
Any disorder 62 17.64 
No disorder 36 22.78 
All relatives 3.04 225 0.003 
Any disorder 97 18.48 
No disorder 130 21.07 
Relatives of normal 
probands 1.69 76 0.10 
Any disorder 26 19.38 
No disorder 52 21.74 
Relatives of depressed 
probands 2.28 147 0.02 
Any disorder 71 18.15 
No disorder 78 20.62 





a disorder that was not detected on interview (inter- 
view diagnoses, when present, were never nullified by 
additional information). Nevertheless, the difference in 
total mean+SD Marlowe-Crowne scale score between 
those with (19.21+6.70) and those without (21.074 
5.97) disorder remained significant (t=2.12, df=226, 
p<0.03). Thus, the inclusion of the ancillary informa- 
tion from family history reports did not change the 
association between Marlowe-Crowne scale score and 
diagnoses. This suggests that denial of symptoms is not 
a likely explanaticn for the inverse association be- 
tween Marlowe-Crowne scale score and diagnostic 
status, 

To further examine whether the Marlowe-Crowne 
scale was detecting denial, we identified groups of “‘de- 
niers” and “nondeniers” and compared their Mar- 
lowe-Crowne scale scores. Subjects who denied the 
symptom probes in the direct SADS-L interview for the 
sections on depression, anxiety, and alcoholism and/or 
drug abuse but ultimately received that diagnosis after 
reports from relatives indicated the presence of that 
syndrome were classified as deniers. Those who both 
endorsed the SADS-L symptom probe at interview and 
received that diagnosis after ancillary information was 
incorporated into the diagnostic estimate were classi- 
fied as nondeniers. 

Table 3 presents the results of the comparison be- 
tween Marlowe-Crowne scale scores of the deniers and 
nondeniers. No significant differences emerged for any 
of the diagnostic categories, although deniers of drug 
abuse showed a trend toward greater Marlowe- 
Crowne scale scores than did nondeniers. Therefore, 
although the number of subjects was small, the Mar- 
lowe-Crowne scale did not discriminate between those 
subjects who denied and those who did not deny symp- 
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TABLE 3. Scores on the Marlowe-Crowne Social Desirability Scale 
of Individuals Classified as True Positive (Nondeniers) or False 
Negative (Deniers) for Selected Disorders 


Marlowe- 
Crowne 
Score 
Disorder N Mean SD F df p 
Drug abuse 3.40 1,19 0.09 
True positive 19 15.5 74 
False negative 4 21.0 8.1 
Alcoholism 6.99 1,52 n.s. 
True positive 54 143 7.2 
False negative 2 160 5.6 
Generalized anxiety 
” disorder 0.54 1,95 n.s. 
True positive 86 149 70 
False negative 13 143 8.2 
Major depression 1.61 1,110 ns. 
True positive 105 147 71 
False negative 9 8.1 4.6 


*Linear model controlling for sex and age. 


toms but actually manifested such symptoms accord- 
ing to close relatives’ observations. 


DISCUSSION 


The primary finding in this study is that greater de- 
fensiveness is associated with lower lifetime prevalence 
of psychiatric disorder. We also replicated the obser- 
vation of previous community surveys that greater de- 
fensiveness is associated with lower scores on inven- 
tories of self-reported symptoms. The latter finding 
remained significant when age and sex were controlled 
but the former did not, reflecting differences in the 
number of subjects, the statistics used, and the size of 
the effect. Nevertheless, the association between defen- 
siveness and lifetime prevalence of psychiatric disorder 
remains valid. Based on previous studies using the 
Marlowe-Crowne scale, this result means either that 
defensiveness protects against psychiatric disorder 
or that defensiveness leads to the underreporting of 
disorder. 

There are several pieces of evidence which suggest 
that, rather than reflecting underreporting of disorder, 
the Marlowe-Crowne scale detects a trait which pro- 
tects against psychiatric disorder. 1) The inverse rela- 
tionship between Marlowe-Crowne scale scores and 


psychiatric diagnoses persisted when ancillary infor- 


mation was incorporated into diagnostic assignment. 
2) The proband group, which was meticulously 
screened on numerous occasions so that the likelihood 
of misdiagnosis in this group was much lower than it 
was among relatives, showed a much stronger inverse 
association between Marlowe-Crowne scale score and 
psychiatric disorder than did the relatives. 3) The rel- 
atives of depressed probands, who were at greater risk 
for disorder than were relatives of normal probands, 
exhibited a stronger association between defensiveness 
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and diagnosis than did those at lesser risk. 4) Mar- 
lowe-Crowne scale scores of individuals falsely classi- 
fied as negative on interview were not consistently 
higher than those of individuals accurately classified as 
positive on interview, as would be expected if Mar- 
lowe-Crowne scale measured denial. 

The conclusion that denial or underreporting of ill- 
ness was not associated with defensiveness rules out 
the other-deception interpretation of the Marlowe- 
Crowne scale and suggests that the association with 
psychiatric diagnosis is with self-deception. This is 
consistent with Sackeim and Gur’s study (33), which 
showed that self-deception rather than other-deception 
accounts for the negative correlation between scores 
on the Marlowe-Crowne scale and scores on symptom 
inventories. Based on these and other findings, Sack- 
eim (34) suggested that impairments in the capacity to 
deceive oneself about unpleasant realities, as reflected 
by low scores on the Marlowe-Crowne scale, may be 
associated with a greater propensity for psychopathol- 
ogy such as depression. This view is supported by data 
showing that the perceptions of depressed people 
about the objective world are accurate but that the 
inferences and interpretations about these events are 
negatively biased compared with those of nonde- 
pressed individuals (35). In contrast, people who score 
high on the Marlowe-Crowne scale are invested in 
maintaining an image of themselves as not prone to 
negative affects such as anxiety and depression (36). 
To do so, they selectively attend to the positive and 
avoid the negative aspects of stimuli so that for them 
the negative tends not to exist. Accordingly, a high 
score on the Marlowe-Crowne scale appears to reflect 
an unconsciously motivated method of self-regulation 
that promotes emotional stability and may protect 
against disorder but does not compromise the accuracy 
of symptom self-report. It is also possible, however, 
that the capacity for self-deception decreases as a result 
of an episode of psychiatric disorder. Although re- 
search to date has not addressed this question, a clear 
answer to it could be obtained by prospectively study- 
ing individuals with no past history of but at high risk 
for psychiatric disorder. This alternative hypothesis 
would predict that the Marlowe-Crowne scale scores 
of those who have become ill after a specified follow- 
up interval will decrease from baseline while the Mar- 
lowe-Crowne scale scores of those who have not be- 
come ill will not decrease. 

The conclusion that defensiveness appears to protect 
against disorder contrasts with the psychodynamic 
view that mental health involves attending to rather 
than avoiding one’s affects and impulses. Other studies 
involving the Marlowe-Crowne scale suggest that in 
fact the repressive style of self-regulation at times is 
associated with physiological and/or behavioral dys- 
function. For example, a repressive coping style as meas- 
ured by the Marlowe-Crowne scale is associated with 
higher rates and greater severity of certain systemic 
medical disorders (37, 38). Another series of studies 
(39) found that the majority of individuals imprisoned 
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for sudden, extremely violent acts were repressive 
rather than undercontrolled. Thus, the protection from 
psychiatric disorder afforded by defensiveness may be 
associated with tradeoffs in other domains of health 
and may impose limits on the flexibility of one’s adap- 
tive capacities. 

One of the paradoxical findings in recent epidemio- 
logic studies is that lifetime prevalence of depression 
decreases with increasing age (40). Our findings of a 
positive correlation between Marlowe-Crowne scale 
scores and age and an inverse relationship between 
Marlowe-Crowne scale scores and psychiatric disorder 
are certainly consistent with this idea. Although sev- 
eral explanations were given for how this finding could 
be artifactual, one that corresponds to the positive cor- 
relation between Marlowe-Crowne scale score and age 
is that “younger and better educated individuals have 
been socialized to monitor their inner emotional states 
and to give greater value to psychological mindedness 
than have individuals growing up in different historical 
eras” (40, p. 692). This explanation assumes that the 
tendency not to monitor inner emotional states leads 
to deficits in the encoding of past episodes of depres- 
sion and/or their retrieval from memory, i.e., that past 
episodes did occur but were not reported. However, 
our data suggest that the tendency not to monitor in- 
ner emotional states is instead protective against psy- 
chiatric disorder and that the higher rates of depres- 
sion in younger cohorts are real. 

Another consistent finding in recent epidemiologic 
studies is that for many disorders women have higher 
rates of psychopathology than men (41, 42). Since 
women tend to report more symptoms than men (43), 
it has been suggested that these apparent sex differ- 
ences are due to reporting bias and do not reflect a true 
difference (44, 45). Our data show that across all ages, 
women scored higher on the Marlowe-Crowne scale 
than men. In the light of our other findings, however, 
we can conclude that this sex difference in Marlowe- 
Crowne scale scores does not reflect a tendency of 
women to deny symptoms. In fact, data from several 
studies (46, 47) converge in concluding that women 
are much less likely to deny symptoms than men. 

In conclusion, this study demonstrates that an in- 
verse association exists between defensiveness and life- 
time prevalence of psychiatric disorder. Since this as- 
sociation was still observed when external information 
was applied, since it was strongest among those whose 
diagnostic status was most certain, since a greater ef- 
fect of defensiveness was observed in the group at 
greater risk for psychopathology, and since known de- 
niers did not have higher Marlowe-Crowne scale 
scores than nondeniers, we conclude that defensiveness 
protects against psychopathology. 

Given the relative weakness of the association with 
lifetime prevalence of psychiatric disorder, however, 
the replicability of these findings must be examined. 
Future studies that examine the relationship between 
Marlowe-Crowne scale scores and other external val- 
idation criteria are indicated. Whether this association 
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applies to all psychopathology or only to certain cat- 
egories of disorder also needs to be examined. The 
hypothesis that the Marlowe-Crowne scale assesses a 
personality trait that is associated with the absence of 
psychiatric disorder should also be further investi- 
gated, Possible strategies include 1) using other similar 
measures such as the Self-Deception Questionnaire 
(33, 48), which assesses defensiveness against psychi- 
atric conditions, 2) determining whether groups at 
greater risk for psychopathology show a greater influ- 
ence of defensiveness on rates of disorder than do 
those at lesser risk, and 3) assessing the relationship 
between Marlowe-Crowne scale and more enduring 
psychopathology, such as the conditions specified in 
axis Il of DSM-III-R. Additionally, longitudinal as- 
sessment of the relationship between defensiveness and 
psychopathology is indicated. 
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Caffeine Augmentation of ECT 


C. Edward Coffey, M.D., Gary S. Figiel, M.D., 
Richard D. Weiner, M.D., Ph.D., and William B. Saunders, M.P.H. 


In a randomized, double-blind, placebo-controlled 
pilot study of 40 depressed inpatients, the authors 
compared two techniques for maintaining seizure du- 
ration during pulse unilateral ECT: pretreatment with 
intravenous caffeine versus electrical stimulus intensity 
dosing. Both techniques effectively maintained seizure 
duration, but with caffeine this was accomplished 
without any increase in mean stimulus intensity over 
the course of ECT. There were no differences between 
the two techniques in therapeutic outcome or cognitive 
side effects from ECT, and caffeine pretreatment was 
well tolerated. The authors discuss the clinical and re- 
search implications of these findings with respect to 
strategies for maintaining seizure duration during 
ECT. 

(Am J Psychiatry 1990; 147:579-585) 


\X J ork by our group (1, 2) and others (3, 4) has 


indicated that intravenous caffeine can lengthen 
seizures during ECT. These findings have raised the 
consideration that continued use of caffeine during 
ECT might obviate the need for increases in stimulus 
charge that are typically required over the course of 
therapy (5). Still, no study has examined whether caf- 
feine pretreatment would be a safe or effective alter- 
native to the standard clinical approach of stimulus 
intensity dosing in order to maintain seizure duration 
throughout a course of ECT. A direct comparison of 
these two techniques would have important clinical 
and research implications, since several studies (5—10) 
have suggested that the intensity of the ECT stimulus 
may be related to both the therapeutic effects and the 
adverse cognitive effects of the therapy. 
To clarify these important issues, we conducted a 
randomized, double-blind, placebo-controlled investi- 
gation of two techniques for maintaining seizure du- 
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ration during ECT: caffeine pretreatment versus stim- 
ulus intensity dosing. This pilot study was designed to 
address the following questions: 1) Can caffeine pre- 
treatment maintain seizure duration over a course of 
ECT in the absence of increases in stimulus intensity? 
and 2) How does the continued use of caffeine during 
ECT affect the therapeutic and adverse effects of the 
treatment? 


METHOD 


Subjects 


The subjects were 40 inpatients with DSM-III major 
depression who had been referred for pulse unilateral 
nondominant ECT (see table 1). Written informed 
consent was obtained from each subject. Before ran- 
dom assignment to the two ECT treatment conditions, 
all subjects received an extensive neuropsychiatric 
evaluation performed by the ECT Service. Diagnoses 
were determined by the ECT Service together with the 
subjects’ attending physicians and ward treatment 
teams by formal application of DSM-III criteria. For 
each subject, daily caffeine consumption for the 2 
weeks before admission was estimated according to 
the quantities of caffeine found in drugs, chocolate 
bars, and different beverages (11). There were no sig- 
nificant differences between the two subject groups in 
mean age, sex, diagnosis, presence of psychosis, or pre- 
ECT caffeine use (see table 1). 

The majority of the subjects were medically healthy, 
but 14 were maintained on one or more nonpsycho- 
tropic medications (11 received diuretic and/or antihy- 
pertensive medications, three received thyroid supple- 
ments, and three received antianginal medications). In 
general, the doses of these medications were optimized. 
and then held constant throughout the course of the 
ECT treatments. Beginning with the second ECT treat- 
ment, however, three subjects (all in the group given 
stimulus intensity dosing) received intravenous pre- 
medication with 5 mg of the antihypertensive labetalol] 
5 minutes before the ECT stimulus. This medication 
was administered at the discretion of the attending an- 
esthesiologist, who felt that each of these subjects had 
experienced unacceptably high blood pressures and 
pulse rates durirg their first ECT treatment. 
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TABLE 1. Baseline Clinical Characteristics of 40 Depressed Inpa- 
tients Given ECT With Caffeine Pretreatment or Stimulus Intensity 
Dosing 








Stimulus 
Intensity 
Caffeine Dosing 
Group Group 
Item (N=20)  (N=20) 
Age 
Mean 51.00 58.00 
SD 13.36 18.47 
Range 29-75 32-81 
Sex 
Number of men 7 7 
Number of women 13 13 
Montgomery-Asberg Depression Rating 
Scale score 
Mean 36.5 39.4 
SD 7.10 8.15 
Carroll Self-Rating Depression 
Scale score 
Mean 29.3 28.8 
SD 7.63 9.75 
Diagnosis (DSM-IL) 
Major depression with melancholia 
Number 12 15 
Percent 60 75 
Major depression without melancholia 
Number 1 4 
Percent 5 20 
Bipolar disorder, depressed 
with melancholia 
Number 4 1 
Percent 20 5 
Bipolar disorder, depressed without 
melancholia 
Number 2 0 
Percent 10 0 
Schizoaffective disorder, depressed 
Number 1 0 
Percent 5 0 
Psychotic symptoms present 
Number 3 3 
Percent 15 15 
Oral caffeine intake before ECT 
administration (mg/day) 
Mean 335 265 
SD 210 162 


ECT Treatment Technique 


All subjects were free of psychotropic medications at 
the time of the first ECT treatment. The duration of the 
pre-ECT drug-free period ranged from 1 to 14 days 
and depended primarily on the subject’s severity of 
illness and the clinical treatment team’s perception of 
the urgency to begin therapy. During the course of 
ECT treatments, 10 subjects (six in the caffeine group 
and four in the group given stimulus intensity dosing) 
received occasional as-needed doses of neuroleptic 
medications for control of severe agitation and/or 
post-ECT treatment nausea. An additional three sub- 
jects received as-needed doses of benzodiazepines dur- 
ing the course of ECT treatment for control of either 
marked anxiety (one patient in the caffeine group re- 
ceived alprazolam, and one patient in the group given 
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stimulus intensity dosing received triazolam) or post- 
ECT emergent delirium (one subject in the group given 
stimulus intensity dosing received diazepam). 

The ECT treatment technique was similar for each 
subject. ECT was administered three mornings a week, 
on Monday, Wednesday, and Friday, in a special ECT 
treatment suite. Subjects received anticholinergic pre- 
medication with either 0.002 mg/lb of intramuscular 
glycopyrrolate (N=30} or 0.1 mg/10 kg of intravenous 
atropine (N=5) before ECT. Five subjects received no 
anticholinergic premedications due to sensitivity to the 
side effects of these drugs. Anesthesia was induced 
with 1 mg/kg of intravenous methohexital, followed 
by 1 mg/kg of intravenous succinylcholine, to produce 
subtotal neuromuscular blockade. All subjects were 
preoxygenated with 100% oxygen through a mask. 
When they were apneic, their respirations were main- 
tained at 20-25/min with positive pressure ventilation 
by bag until spontaneous respirations returned. The 
d’Elia unilateral nondominant ECT stimulus electrode 
placement technique (12) was used. The pulse stimulus 
was administered by a Mecta SR-1 brief pulse device. 
For each ECT treatment, seizure duration was deter- 
mined from the one-channel EEG by a Board-certified 
electroencephalographer (R.D.W.) who was blind to 
the subject’s experimental status (the caffeine group 
versus the group given stimulus intensity dosing). The 
total number of ECT treatments was determined by 
the subject’s ward treatment team, which was also 
blind to the subject’s experimental status. 

Stimulus dose measures for the first ECT treatment 
were adjusted for age: subjects 60 years old or older 
received 168 millicoulombs and those younger than 60 
years received 120 millicoulombs (millicoulombs, a 
measure of charge, provides a composite index of stim- 
ulus intensity) (13). The single exception was a 37- 
year-old woman in the group given stimulus intensity 
dosing who was known from previous ECT treatment 
courses to require a lower stimulus dose—her initial 
stimulus charge was 60 millicoulombs. For the three 
patients with seizure durations at the first ECT treat- 
ment of less than 30 seconds and the 17 patients with 
seizure durations greater than 100 seconds, stimulus 
charge settings were increased or decreased by 30%, 
respectively, at the second ECT treatment. 


Caffeine Versus Stimulus Intensity Dosing Protocol 


Beginning with the second ECT treatment, subjects 
were randomly assigned to receive either caffeine and 
sodium benzoate or placebo (2 cc of normal saline in 
the group given stimulus intensity dosing) for the re- 
mainder of their course of therapy. Both subjects and 
their clinical treatment teams were kept blind to this 
assignment. This protocol was not implemented until 
the second ECT treatment to determine independently 
of the effects of caffeine the need for any modifications 
in the ECT technique used during the first treatment 
(adjustments in doses of anesthesia or muscle relaxant 
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and the need for antihypertensive medication during 
ECT, for example). 

A starting dose of 242 mg of caffeine (one 2-cc vial) 
was used. The caffeine was administered by means of 
intravenous push over 30 seconds after baseline vital 
signs had been obtained. Vital signs were obtained 
again 2 minutes after the caffeine infusion was com- 
pleted; during this interval, subjects were observed for 
any signs or symptoms of anxiety. The anesthesia, 
muscle relaxant, and oxygen were then administered 
as described above. The delivery of the stimulus was 
timed to occur 5 minutes after completion of the caf- 
feine infusion. The procedure for administering pla- 
cebo to the group given stimulus intensity dosing was 
identical to that for the group given caffeine. 

Beginning with the second ECT treatment, the tech- 
nique for maintaining adequate seizure duration dif- 
fered depending on the subject group. Whenever the 
EEG seizure duration shortened to between 20 and 30 
seconds, one of the following changes was made at the 
next ECT treatment to lengthen the seizure: a) for the 
caffeine group, the dose of caffeine was increased by 
242 mg (one 2-cc vial) or 2) for the group given stim- 
ulus intensity dosing, the standard clinical approach of 
increasing stimulus intensity by approximately 30% 
was used. Whenever a subject in either group experi- 
enced an EEG seizure of less than 20 seconds, stimulus 
charge was immediately increased by approximately 
30% and the patient restimulated within 30-45 sec- 
onds. For both the caffeine group and the group given 
stimulus intensity dosing, whenever an EEG seizure 
greater than 100 seconds occurred, stimulus charge 
was reduced by approximately 30% at the next ECT 
treatment session. 


Clinical Ratings 


Subjects were defined as ECT responders if they 
achieved a score of 3 (mildly ill) or less on a 7-point 
Clinical Global Impression (CGI) severity scale (14) 
completed 2—3 days after the last ECT treatment by a 
research psychiatrist (G.S.F.) blind to drug status (pla- 
cebo versus caffeine). This CGI determination was sup- 
plemented by both observer-rated (Montgomery-As- 
berg Depression Rating Scale) (15) and self-rated 
(Carroll Self-Rating Depression Scale) (16) assess- 
ments of symptom severity in order to provide meas- 
ures of concurrent validity. 

All subjects were monitored during ECT for signs 
and symptoms of anxiety occurring from the time of 
the caffeine or placebo infusion until induction of an- 
esthesia (about 3 minutes) by raters blind to drug sta- 
tus. The caffeine group and the group given stimulus 
intensity dosing were also compared on observer-rated 
(Covi Anxiety Scale) (17) and self-rated (Spielberger 
State Anxiety Scale) (18) anxiety scales before and 2-3 
days after completion of the ECT course. 
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Adverse Effects 


Vital signs were obtained at 30, 60, 180, and 300 
seconds after the ECT stimulus. For each interval, the 
rate-pressure product (the product of pulse times sys- 
tolic blood pressure) was calculated to provide an in- 
dex of myocardial oxygen consumption (workload) 
(19). The largest rate-pressure product during the 5- 
minute post-stimulus interval was taken as the maxi- 
mal rate-pressure product. All subjects were also mon- 
itored with ECG. 

Recovery of pre-ECT orientation was determined af- 
ter each ECT treatment by trained nursing personnel 
using a standardized rating battery (20). Orientation 
was assessed at 30-minute intervals after the ECT stim- 
ulus for up to 2 hours until the patient had returned to 
pretreatment orientation status. 

Memory impairment following the course of ECT 
was assessed by using the Russell revision (21) of the 
Wechsler Memory Scale. The memory scales were ad- 
ministered before beginning ECT and then repeated 
(using different versions of the same scales) 2—3 days 
after the last ECT treatment, before beginning contin- 
uation therapy. The difference (pre-ECT minus post- 
ECT) score was taken as the measure of interest. 

After each ECT treatment, subjects were assessed for 
the occurrence of systemic side effects (headache, nau- 
sea, vomiting, muscle soreness, and psychomotor agi- 
tation) by nursing personnel using a standardized rat- 
ing form. 


Statistical Analyses 


Differences between continuous variables were eval- 
uated with two-tailed t tests. Correlations were as- 
sessed with the Pearson product-moment correlation 
coefficient. Proportions for categorical variables were 
compared by using a Pearson chi-square test. In cases 
where the chi-square test was inappropriate due to in- 
sufficient cell size, Fisher’s exact test was used. The 
nonparametric Wilcoxon two-sample test was used to 
compare the charge values for the caffeine group and 
the group given stimulus intensity dosing because this 
measure was not nermally distributed. 


RESULTS 


Effects of Caffeine Versus Stimulus Intensity Dosing 
on ECT Seizure Duration 


There were no significant differences between the 
caffeine group and the group given stimulus intensity 
dosing with respect to 1) mean seizure duration per 
ECT treatment (t=1.85, df=38, p=0.08) or 2) mean 
cumulative seizure duration for the course of ECT 
treatments (t=0.34, df=38, p=0.74) (see table 2). 
Over the treatment course, the group given stimulus 
intensity dosing required an average increase of 49% 
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TABLE 2. Clinical Effects of Caffeine-Modified ECT Versus Stimu- 
lus Intensity Dosing in 40 Depressed Inpatients 


Stimulus ` 
Intensity 
Caffeine Dosing 
Group Group 
Item (N=20) (N=20)* 
Seizure duration per ECT treatment (sec) 
Mean 79.9 64.5 
SD 31.0 20.0 
Cumulative seizure duration (sec) 
Mean 619.90 595.35 
SD 207.11 251.76 
Number of ECT treatments 
Mean 8.2 , 9.4 
SD 2.18 2.72 
Range 5—14 5-18 
Montgomery-Asberg Depression Rating 
Scale score 
‘Before ECT 
Mean 36.5 39.4 
SD 7.10 8.15 
After ECT 
Mean 12.3 13.4 
SD 7.72 11.78 
Carroll Self-Rating Depression 
Scale score 
` Before ECT 
Mean 29.3 28.8 
SD 7.63 9.75 
After ECT 
Mean 9.3 7.4 
SD . 9.17 7.45 
Covi Anxiety Scale score 
Before ECT ; 
Mean 9,5 9.0 
SD 2.7 3.2 
After ECT 
Mean A 4.1 4.5 
SD ; 2.2 2.2 
Spielberger State Anxiety Scale score 
Before ECT f 
Mean 63.1 60.4 
SD 9.0 12.4 
After ECT 
Mean 38.6 39.5 
SD 11.6 12.9 





*Three of these patients required caffeine pretreatment during their 
courses of ECT to maintain seizures of adequate duration. 


in stimulus charge in order to maintain appropriate 
seizure duration (from 133.8 millicoulombs at the sec- 
ond ECT to 199.4 millicoulombs at the final ECT 
treatment) (see figure 1). These findings are consistent 
with previous data indicating that the seizure threshold 
increases during a course of ECT (1, 2, 5). In contrast, 
the mean stimulus charge for the caffeine group de- 
creased by 7.9% (from 134.5 millicoulombs at the sec- 
ond ECT to 123.9 millicoulombs at the final ECT 
treatment) (see figure 1). Indeed, caffeine pretreatment 
allowed a reduction in stimulus charge in nine (45%) 
of the 20 subjects who received the medication. These 
data indicate that caffeine pretreatment can maintain 
seizure duration during a course of ECT even in the 
absence of increases in stimulus intensity. 

For nine of the subjects who received caffeine pre- 


582 


FIGURE 1. Mean ECT Stimulus Charges for Depressed Inpatients 
Given Stimulus Intensity Dosing (N=20) or Caffeine (N=20)° 
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“The mean+SD stimulus charge was significantly greater for the 
group given stimulus intensity dosing than for the caffeine group at 
the fifth-sixth ECT treatment (157.3480.8 versus 121.5 +63.8 mil- 
licoulombs, respectively; z=—2.04, p<0.04) and at the final ECT 
treatment (199.4+130,9 versus 123.9465.6 millicoulombs, respec- 
tively; z=—2.15, p<0.03). 


treatment, brief seizures (20-30 seconds by EEG) oc- 
curred during the course of therapy despite the use of 
previously effective doses of caffeine. For these subjects 
an increase in the dose of caffeine at the next ECT 
treatment (N=10 of 143 ECT treatments) was effec- 
tive at lengthening seizure duration and obviated the 
need for an increase in stimulus charge. The maximum 
amount of caffeine required at any ECT treatment was 
726 mg (three 2-cc vials). In contrast, 11 of the pa- 
tients in the group given stimulus intensity dosing re- 
quired one or more (N=26 of 188 ECT treatments) 
increases in stimulus charge during the course of ther- 
apy to maintain adequate seizure length. 

Among the 20 patients in the group given stimulus 
intensity dosing, nine (45%) required immediate re- 
stimulation at higher stimulus intensities because of 
missed or abortive seizures (19 seconds or less in du- 
ration by EEG criteria). For these patients, subsequent 
ECT treatments were administered at the higher stim- 
ulus intensities. In contrast, only four (20%) of the 20 
patients in the caffeine group required immediate re- 
stimulation at higher stimulus intensities for short sei- 
zures. In each of these four patients, however, an in- 
crease in the dose of caffeine at the next ECT treatment 
lengthened the seizure duration appropriately, even 
though the stimulus intensity had been reduced to the 
initial dose used at the preceding treatment. As noted 
above, the maximum amount of caffeine required at 
any ECT treatment was 726 mg. Again, by increasing 
the dose of caffeine, the need for higher stimulus doses 
was obviated. 


Effects of Caffeine on Therapeutic Response to ECT 
Table 2 shows the effects of caffeine on therapeutic 


response to ECT. The criterion for response to ECT 
(CGI of mildly ill or less) was obtained in 19 (95%) of 
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the subjects in the caffeine group and 16 (80%) of the 
subjects in the group given stimulus intensity dosing. 
This high degree of therapeutic response was associ- 
ated with parallel reductions in Montgomery-Asberg 
scale and Carroll scale scores in both groups. There 
were no differences between the caffeine group and the 
group given stimulus intensity dosing with respect to 
the rate of improvement on either of these depression 
rating scales. The mean+SD number of ECT treat- 
ments was similar for the caffeine group and the stim- 
ulus intensity dosing group (see table 2). 

During the course of ECT, three subjects in the 
group given stimulus intensity dosing experienced brief 
seizures despite maximal stimulus settings on the 
Mecta SR-1 device. At that time (mean of 8.3 ECT 
treatments), two of the three subjects satisfied our cri- 
teria for responder status. However, in each case the 
subject’s clinical treatment team requested further 
ECT because a plateau in clinical improvement had 
not yet occurred. Therefore, all subsequent ECT treat- 
ments (mean of 2.3 per patient) were modified with 
caffeine pretreatment (242 mg), which resulted in sei- 
zures of adequate duration (mean duration for the first 
caffeine-modified ECT seizure was 48 seconds, versus 
23 seconds for the previous ECT seizure not modified 
by caffeine). Each such subject showed further im- 
provement in their depression rating scale scores. In 
addition, the subject who was previously a nonre- 
sponder eventually met responder criteria. Although 
the use of caffeine in the group given stimulus intensity 
dosing represented a deviation from the study proto- 
col, data from these three subjects were included be- 
cause the number of caffeine-modified treatments was 
modest and because the nature of the confounding ef- 
fects would have tended to minimize (rather than ex- 
aggerate) intergroup differences in seizure duration 
and therapeutic response. 

At the request of their clinical treatment team, seven 
subjects were switched during their course of treat- 
ment from right unilateral to bilateral ECT because of 
poor therapeutic response. Three subjects in the caf- 
feine group were switched to bilateral ECT after a 
mean of 8.3 right unilateral ECT treatments (range=7— 
10) and received an average of 2.3 additional ECT 
treatments (range=1—4). All three patients eventually 
met criteria for responder status. Four subjects in the 
group given stimulus intensity dosing were switched to 
bilateral ECT after a mean of 7.25 ECT treatments 
(range=6—11) and received an average of five addi- 
tional ECT treatments (range=2-7). Only two of these 
patients, however, eventually satisfied criteria for re- 
sponder status. 


Cognitive Side Effects of ECT 


In both the caffeine group and the group given stim- 
ulus intensity dosing, the majority of subjects recov- 
ered their pre-ECT orientation within 60 minutes after 
the second (83% and 77%, respectively), fifth—sixth 
(89% and 75%, respectively) and final (90% and 
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70%, respectively) ECT treatments. Follow-up mem- 
ory testing was obtained 2—3 days after the last ECT 
treatment in 36 of the 40 subjects; the remaining four 
subjects (two in each group) either refused or were 
unable to complete the testing. There were no signifi- 
cant differences between the caffeine group and the 
group given stimulus intensity dosing with respect to 
mean+SD items recalled on either the delayed verbal 
(2.22+6.52 versus 3.50+6.83, respectively) or delayed 
figural (1.67+3.4 versus 1.44+3.70, respectively) mem- 
ory scales. 


Other Potential Adverse Effects 


For both the caffeine group and the group given 
stimulus intensity dosing, the ECT treatments were as- 
sociated with large increases in the rate-pressure prod- 
uct, although the percentage increase tended to dimin- 
ish over the course of therapy. The mean+SD increase 
in rate-pressure product was significantly greater in the 
caffeine group (140% +63%) than in the group given 
stimulus intensity dosing (82% +63%) for the second 
ECT treatment (t=2.92, df=38, p=0.006) but not for 
the fifth-sixth treatments (110% +86% versus 83 %+ 
45%, respectively) or the final treatment (96% +76% 
versus 64% +53%, respectively). The difference in he- 
modynamic response at the second ECT treatment be- 
came nonsignificant, however, when subjects receiving 
antihypertensive medications (four in the caffeine 
group and seven in the group given stimulus intensity 
dosing) were deleted from the analysis. There were too 
few subjects in the caffeine group with hypertensive 
cardiovascular disease to determine its relationship to 
change in rate-pressure product during ECT. 

For the caffeine group, there was a significant neg- 
ative correlation (r=—0.46, p=0.04) between baseline 
caffeine intake and maximal rate-pressure product for 
the second ECT treatment but not for the fifth—sixth or 
the final treatment. Subjects with the lowest baseline 
caffeine intake tended to have the largest increases in 
rate-pressure product during the second ECT treat- 
ment. In contrast, there was no relationship between 
baseline caffeine incake and increase in rate-pressure 
product during any ECT treatment for subjects in the 
group given stimulus intensity dosing. 

Seizures lasting longer than 200 seconds occurred 
during three (2%) of the 143 ECT treatments modified 
by caffeine and during two (1%) of the 188 ECT treat- 
ments in the group given stimulus intensity dosing. In 
two of the patients given caffeine, the seizures ended 
spontaneously (after 216 seconds and 233 seconds, re- 
spectively), and in the third the seizure was terminated 
at 236 seconds with intravenous methohexital. In the 
group given stimulus intensity dosing, both of the pro- 
longed seizures (203 seconds and 212 seconds) ended 
spontaneously. The prolonged seizures were not asso- 
ciated with any adverse sequelae, including hypoxia, 
aspiration, or cardiovascular compromise. Prolonged 
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seizures at subsequent ECT treatments were avoided 
by a reduction in stimulus charge. 

Acute infusion-related anxiety was observed in four 
subjects in the caffeine group and in none of those in 
the group given stimulus intensity dosing. In general, 
the symptoms were mild and never severe enough to 
necessitate dropping the patient from the protocol. 
There was no apparent relationship between the oc- 
currence of infusion-related anxiety and the anxiety 
scale ratings before beginning ECT. On completion of 
the ECT course, both the caffeine group and the group 
given stimulus intensity dosing showed reductions in 
anxiety ratings that paralleled their overall clinical 
improvement (see table 2). 

There were no apparent differences between the caf- 
feine group and the group given stimulus intensity dos- 
ing with respect to the occurrence of systemic side ef- 
fects, including headache, nausea, vomiting, muscle 
soreness, and agitation. 


DISCUSSION 


Our results demonstrate that caffeine pretreatment 
is an effective alternative to stimulus intensity dosing 
for the maintenance of seizure duration during pulse 
unilateral nondominant ECT. Of interest, the use of 
lower stimulus doses with caffeine-modified ECT did 
not appear to limit the clinical efficacy of the therapy. 
Indeed, there was a trend toward a higher response 
rate for the caffeine group (95% versus 80%), even 
though that group received an average of 1.2 fewer 
ECT treatments. In addition, three patients in the 
group given stimulus intensity dosing eventually re- 
quired caffeine pretreatment because of brief seizures 
at maximal stimulus settings; in each case the caf- 
feine-modified ECT was associated with further clini- 
cal improvement. 

The therapeutic efficacy of caffeine-modified ECT 
may have important implications for a mechanism of 
action of ECT. As noted above, several lines of evi- 
dence suggest that low-intensity ECT stimuli may be 
less efficacious than higher stimulus doses, even if sei- 
zures of “adequate duration” have been elicited (6-8, 
22-24). This apparent therapeutic advantage for high- 
energy ECT stimuli has been attributed to greater sei- 
zure generalization with more intense stimulation of 
relevant brain regions (e.g., the diencephalon) (9) and/ 
or systems (e.g., endogenous inhibitory mechanisms) 
(24). It is possible that the intensity and/or extent of 
generalization of ECT seizures may be enhanced phar- 
macologically by pretreatment with caffeine, thereby 
allowing for relatively lower stimulus doses without 
loss of clinical efficacy. We hope to test this hypothesis 
with an examination of the effects of caffeine on the 
neuroendocrine (e.g., prolactin), electroencephalo- 
graphic, and cerebral blood flow correlates of ECT 
seizures. Whether these potential effects are mediated 
by the direct cerebral stimulant action of caffeine (25), 
through effects on adenosine (25) or benzodiazepine 
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(26) receptors, or through still other mechanisms will 
also need to be determined. 

The use of caffeine during ECT was not complicated 
by any clinically significant adverse effects. Although 
in some subjects caffeine pretreatment was associated 
with a greater hemodynamic response following the 
induced seizure, in no case were the changes associated 
with any clinically significant sequelae (e.g., ECG 
changes, cardiac arrhythmia, or complaints of chest 
pain after ECT). Cardiovascular tolerance to caffeine is 
known to develop rapidly (27), and, consistent with 
this finding, we observed that the hemodynamic re- 
sponse to caffeine lessened over the course of ECT 
treatments. In addition, patients with relatively lower 
baseline caffeine intake tended to exhibit the greatest 
hemodynamic response to their first caffeine-modified 
ECT, again suggesting that drug tolerance may play a 
role in the hemodynamic response to caffeine-modified 
ECT. l 

There were no major differences between the caf- 
feine group and the group given stimulus intensity dos- 
ing with respect to cognitive side effects from the ECT. 
In contrast, Shapira et al. (3) reported a nonsignificant 
trend for longer reorientation times after caffeine- 
modified than after non-caffeine-modified ECT treat- 
ments in eight patients who served as their own con- 
trols. The caffeine treatments were also associated with 
poorer performance on two measures of “design rec- 
ognition.” These data are not directly comparable to 
our own findings, however, because 1) stimulus charge 
was invariant for the caffeine-modified and the non- 
caffeine treatments, and, as a result, 2) seizure duration 
was significantly longer for the former. Since seizure 
duration may be correlated with amnestic side effects 
after unilateral nondominant ECT (28), it appears pos- 
sible that the longer seizures observed with the caffeine 
treatments may have accounted for the observed cog- 
nitive changes. These findings and our own observa- 
tions suggest that any beneficial effects of caffeine on 
cognitive side effects from ECT may be diminished if 
seizure duration is excessive (3). Future studies of caf- 
feine pretreatment versus stimulus intensity dosing 
should incorporate more sensitive measures of mem- 
ory functioning in order to help resolve this issue. 

In summary, caffeine pretreatment permitted the 
continued use of comparatively low stimulus intensi- 
ties over a course of ECT, without loss of clinical ef- 
ficacy. These results may have important implications 
for understanding the mechanism of action of ECT, 
and they suggest the need for further studies of the 
impact of caffeine pretreatment on cognitive side ef- 
fects that may be associated with high-intensity ECT 
stimuli. 
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Gender Weighting of DSM-III-R Personality Disorder Criteria 


June Sprock, Ph.D., Roger K. Blashfield, Ph.D., and Brenda Smith, B.A. 


This study explored the gender weighting of the di- 
agnostic criteria for personality disorders. Gender 
weighting was defined in terms of how 33 female and 
17 male nonclinicians ranked the diagnostic criteria 
along a male-female dimension. Although the a priori 
expectation was that antisocial would be the prototyp- 
ically masculine personality disorder and histrionic the 
feminine, the subjects ranked criteria from the sadistic 
category as the most masculine and those from the 
dependent category as the most feminine. These results 
and the subjects’ gender weighting of criteria for bor- 
derline, obsessive-compulsive, and self-defeating per- 
sonality disorders are analyzed in detail. 

(Am J Psychiatry 1990; 147:586-590) 





lassification of the personality disorders has been 

controversial, and the DSM-III and DSM-III-R 
criteria are no exceptions. Criticisms concerning the 
poor reliability of the DSM-III personality disorder 
criteria resulted in an attempt to provide more behav- 
iorally specific definitions in DSM-III-R. However, 
critics continue to point out the overlapping criteria 
for disorders, to note the difficulty in distinguishing 
between personality traits and disorders, and to advo- 
cate alternative models such as dimensional systems 
(1). 

Another major area of controversy has been the pos- 
sibility of sex bias in the symptoms that constitute each 
category. Clinicians more frequently give women diag- 
noses of histrionic, dependent, and borderline person- 
ality disorders and give men diagnoses of paranoid, 
antisocial, and compulsive personality disorders (2). 
According to Kaplan (2), the DSM-III diagnostic cri- 
teria contain male biases about which behaviors are 
pathological and which are healthy. As a result, the 
behavior of healthy women may be labeled as “sick.” 

In a rebuttal to the Kaplan article, Kass et al. (3) 
presented data from two samples showing that women 
do have a higher incidence of histrionic and dependent 
personality disorders and that men have a higher rate 
of antisocial personality disorder. In one sample, men 
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also had a higher frequency of schizoid and passive- 
aggressive personality disorders, while in the other sam- 
ple, men had a higher rate of paranoid personality 
disorder. Kass et al. claimed that the finding of higher 
rates of these disorders in men argued against a bias 
against women in the DSM-III criteria. On the other 
hand, Reich (4) found a greater incidence of histrionic 
personality disorder in women and of paranoid, obses- 
sive-compulsive, and antisocial personality disorders 
in men but failed to find higher rates of dependent or 
borderline disorder in women. 

A study conducted by Warner (5) suggested that cli- 
nicians demonstrate a gender bias in assigning person- 
ality diagnoses; that is, they will assign different diag- 
noses on the basis of the gender of the patients even 
though the symptoms are identical. In this study, he 
presented a case that included a variety of signs and 
symptoms of psychopathology. Two versions of the 
case were constructed that differed only in using 
masculine pronouns (e.g., “he,” “his”) or feminine 
pronouns (e.g., “she,” “her’’) to describe the patient. 
When the case was presented as that of a woman, the 
most frequent diagnosis was hysterical personality dis- 
order, whereas diagnoses were equally divided be- 
tween antisocial and hysterical personality disorders 
when the same case was presented as that of a man. 

Recently, Ford and Widiger (6) examined the role of 
gender bias and actual differences in base rates of an- 
tisocial and histrionic personality disorders in men and 
women. They used nine cases in which the patients, 
who had varying numbers of symptoms from the his- 
trionic and antisocial categories, were presented as 
male or female. Over 300 psychologists were asked 
either to assign diagnoses or to rate the degree to 
which the patients met each of the criteria for antiso- 
cial or histrionic personality disorder. Ford and Widi- 
ger found gender bias in the assignment of diagnoses 
but not in the symptom ratings, suggesting that the 
bias may be associated with the diagnostic labels them- 
selves, not the criteria. 

Henry and Cohen (7) conducted two studies to ex- 
amine the role of labeling processes in the overrepre- 
sentation of the diagnosis of borderline personality dis- 
order among women. In the first study, they used 
Warner’s method (5) for a case of borderline person- 
ality disorder taken from the DSM-III Casebook (8); 
they failed to find a significant difference in the diag- 
nosis of borderline personality disorder between the 
two versions of the case. However, they hypothesized 
that labeling processes may play more of a role in a 
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natural setting (i.e., with a real patient rather than a 
brief case vignette) and in cases in which there is less 
severe (i.e., less obvious) pathology. In the second 
study, a large group of undergraduate students was 
asked to rate the presence of 24 symptoms of border- 
line personality disorder in normal men and women. 
Contrary to expectation, the mean ratings, which re- 
flected both frequency and severity, were significantly 
higher for men than for women on 22 of the 24 items. 
The authors hypothesized that the symptoms of bor- 
derline personality disorder may be seen as more con- 
gruent with the male sex role and as less tolerable (i.e., 
more pathological) in women. They concluded that 
labeling processes with respect to gender roles did con- 
tribute to the assignment of the diagnosis of borderline 
personality disorder. 

Concerns regarding sex bias are also evident in the 
placement of self-defeating and sadistic personality 
disorders in an appendix, “Proposed Diagnostic Cate- 
gories Needing Further Study,” in DSM-III-R. The 
controversy first arose when the masochistic personal- 
ity disorder category was proposed. Women’s rights 
advocates felt that the category was biased against 
women because it would primarily be used as a diag- 
nosis for women and could be used to classify victims 
of assault and abuse as mentally ill. Complaints came 
from the women’s committees of both the American 
Psychological Association and the American Psychiat- 
ric Association. In addition, the National Coalition 
Against Domestic Violence reportedly considered a 
lawsuit (9). Attempts were made to address these con- 
cerns by changing the name from masochistic to self- 
defeating personality disorder and changing the focus 
of the symptoms to negative consequences brought on 
by the individual’s own behavior rather than perpe- 
trated by others. Sadistic personality disorder was 
added because it was argued that individuals who in- 
flict harm on others also have a personality disorder. 
Nevertheless, self-defeating personality disorder has 
remained a controversial category. Critics have argued 
that neither category is supported by empirical evi- 
dence and that the sadistic category was simply added 
to counterbalance masochistic personality disorder (9). 

A study by Fuller and Blashfield (10) attempted to 
examine the role of gender bias when clinicians assign 
the diagnosis of masochistic personality disorder. Us- 
ing a method similar to Warner’s (5), they investigated 
whether gender plays a role when this diagnosis is as- 
signed. Five cases representing masochistic personality 
disorder were constructed from the literature and the 
criteria in the second draft of DSM-III-R. As in the 
Warner study, half of the clinicians received a version 
of the cases presented as if the patients were male, and 
the other half received identical cases except that the 
patients were portrayed as female. This study found no 
significant differences in the diagnoses for any of the 
cases on the basis of the sex of the patients. 

While there appears to be a gender difference in the 
diagnosis of personality disorders, the reason for this 
difference is not clear. Is it because of gender weighting 
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of the diagnostic criteria, a difference in the prevalence 
of some disorders, the presence of gender-related ste- 
reotypes associated with the different disorders, or a 
combination of these and other unknown causes? In 
this research study, differences in gender weighting for 
the diagnostic criteria for personality disorders were 
examined. Gender weighting was defined in terms of 
the degree to which nonclinicians saw the behaviors 
described in the criteria as varying along a male- 
female dimension. Differences in gender weighting 
may reflect the sex role stereotyping that is common in 
society. Sex roles stipulate certain behaviors by men 
and other behaviors by women. If this sex role typing 
influences the diagnostic criteria for personality disor- 
ders, it should be evident among subjects who are un- 
familiar with the personality disorders and the gender 
differences in the prevalences of these disorders. More 
specifically, in this study it was hypothesized that some 
DSM-III-R criteria for personality disorders would be 
seen as more feminine by nonclinicians, while other 
criteria would be viewed as more masculine. In partic- 
ular, it was hypothesized that the diagnostic criteria 
for histrionic perscnality disorder would be rated as 
the most feminine and the criteria for antisocial per- 
sonality disorder the most masculine. 


METHOD 


Fifty undergraduate students (33 female, 17 male) 
enrolled in an introductory psychology course served 
as volunteer subjects for the study. For most of the 
participants (47 of 350), this was their first college psy- 
chology course. No subjects were familiar with DSM- 
ITI-R or the criteria for personality disorders. The par- 
ticipants’ ages ranged from 18 to 25 years (mean age= 
18.67). Thirty-seven were first-year college students, 
10 were second-year, two were third-year, and one 
was a fourth-year student. All of the subjects received 
extra credit in their psychology course in return for 
their participation in the study. 

The stimuli consisted of 142 3x5 index cards, each 
containing one of the DSM-III-R criteria for the 13 
personality disorders (including self-defeating and sa- 
distic). A criterion was operationally defined as any 
clause or phrase that was designated by a number or 
letter in DSM-IH-R. Exclusionary criteria were not 
presented. 

The subjects were presented the 142 index cards in 
random order and were asked to sort the cards along a 
dimension of gender from features most characteristic 
of men to those most typical of women. They were free 
to sort the criteria into as many categories as they felt 
were appropriate. After being seated at tables in small 
groups and signing the consent forms, the participants 
were read the instructions. The procedure was untimed 
and lasted approximately 45 minutes to 1 hour. After- 
ward, the purpose and procedures involved were ex- 
plained, and questions were answered. The order and 
grouping of the cards were recorded immediately. 

The symptoms were assigned a value from 0 (most 
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TABLE 1. Rank Ordering of DSM-III-R Personality Disorders by 33 Female and 17 Male Nonclinician Raters According to Their Associa- 


tion of Gender With the Criteria 


Rank Order* 





Overall Male Raters Female Raters 

Personality Disorder Mean SD Mean SD Mean SD 

Sadistic 0.202 0.090 0.208 0.102 0.200 0.093 
Antisocial 0.314 0.136 0.348 0.144 0.296 0.137 
Schizoid 0.386 0.111 0.399 0.125 0.379 0.111 
Passive-agegressive 0.418 0.059 0.381 0.072 0.437 0.073 
Obsessive-compulsive 0.481 0.150 0.456 0.155 0.493 0.157 
Paranoid 0.482 0.117 0.476 0.133 0.486 0.112 
Narcissistic 0.483 0.132 0.478 0.099 0.485 0.154 
Self-defeating 0.503 0.080 0.515 0.079 0.498 0.088 
Schizotypal 0.509 0.095 0.503 0.076 0.512 0.108 
Borderline 0.547 0.153 0.555 0.162 0.543 0.154 
Avoidant 0.587 0.119 0.599 0.112 0.580 0.130 
Histrionic 0.611 0.149 0.621 0.100 0.606 0.180 
Dependent 0.696 0.104 0.669 0.116 0.710 0.106 


*0.000=most strongly associated with masculine behavior; 1.000=most strongly associated with feminine behavior. 


characteristic of men) to 1 (most characteristic of 
women) for each subject according to their placement 
along the continuum. On the basis of the sortings 
across subjects, means were calculated for each of the 
142 symptoms and for each diagnosis. Separate means 
were also calculated according to the sex of the subject 
in order to examine sex differences between the male 
and female subjects. 


RESULTS 


The mean symptom rankings for each disorder 
showed that dependent personality disorder was seen 
as the most characteristically feminine, followed by 
histrionic and avoidant personality disorders. Sadistic 
personality disorder was seen as the most typical of 
men, followed by antisocial and schizoid personality 
disorders. Disorders that fell near the middle (i.e., were 
not seen as particularly masculine or feminine) were 
obsessive-compulsive, paranoid, self-defeating, and 
schizotypal (see table 1). 

Examination of the rank order means for individual 
criteria within disorders revealed several interesting 
findings. Several diagnostic criteria for “feminine” dis- 
orders had been sorted as more characteristic of men. 
In particular, two histrionic features (“is self-centered, 
actions being directed toward obtaining immediate 
satisfaction; has no tolerance for the frustration of de- 
layed gratification” and “has a style of speech that is 
excessively impressionistic and lacking in detail”) and 
two avoidant symptoms (“‘has no close friends or con- 
fidants [or only one] other than first-degree relatives” 
and “‘fears being embarrassed by blushing, crying, or 
showing signs of anxiety in front of other people”) had 
mean ratings of less than 0.500. Examination of the 
disorders seen as the most masculine revealed that one 
schizoid criterion (“indicates little if any desire to have 
sexual experiences with another person’’) was seen as 
a feminine trait. It is interesting that the cluster of 
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antisocial items relating to inadequate parenting skills 
was rated as the most feminine of the antisocial crite- 
ria, although it was still on the male side of the con- 
tinuum. All criteria associated with dependent and sa- 
distic personality disorders—the two disorders most 
strongly associated with gender roles—were rated in 
the direction consistent with their overall mean. 

Mean rankings of the diagnoses were not signifi- 
cantly different for the male and female participants 
(t=1.27, df=12, n.s.}, and there was only minimal 
variability in their rankings of individual symptoms 
(see table 1). 

Symptoms seen as most strongly associated with 
male or female gender stereotypes were examined. Di- 
agnostic criteria with a rank order mean less than 
0.200 were used to construct the male stereotype, and 
criteria with a mean greater than 0.800 were selected 
for the female stereotype. The resulting stereotypic 
woman with a personality disorder was someone who 
is uncomfortable and helpless when alone and is easily 
hurt by criticism; the stereotypic man was cruel, angry, 
and aggressive (see table 2). All of the symptoms from 
the male stereotype came from sadistic personality dis- 
order, except for one that came from the borderline 
category. The four criteria that constituted the female 
stereotype came from three different disorders. 

We attempted to look at the consistency with which 
the subjects assigned ratings. Several symptoms are 
sufficiently similar to allow an examination of consis- 
tency. Symptoms suggestive of restricted affect (crite- 
rion 7 for obsessive-compulsive, criteria 3 and 7 for 
schizoid) were ranked similarly (0.236, 0.242, and 
0.281, respectively), as were symptoms revolving 
around fear of abandonment (criterion 8 for borderline, 
criterion 8 for dependent) (0.715 and 0.753, respective- 
ly). Similar rankings were also given to symptoms related 
to the need for attention (0.560 for criterion 5 for histri- 
onic and 0.666 for criterion 7 for narcissistic). Overall, 
subjects appeared to be quite consistent in judging the 
gender association of symptoms. 
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TABLE 2. Criteria for DSM-IH-R Personality Disorders Ranked as the Most Masculine and the Most Feminine by 50 Nonclinicians 





Symptom 


Most masculine 
Is fascinated by violence, weapons, martial arts, injury, 
or torture 
Has used physical cruelty or violence for the purpose of 
establishing dominance in a relationship 
Gets other people to do what he or she wants by fright- 
ening them (through intimidation or even terror) 
Cruel, demeaning, and aggressive behavior 
Inappropriate, intense anger or lack of control of anger, 
e.g., frequent displays of temper, constant anger, re- 
current physical fights 
Is amused by, or takes pleasure in, the psychological or 
physical suffering of others (including animals) 
Most feminine 
Feels devastated or helpless when close relationships end 
Is overly concerned with physical attractiveness 
Feels uncomfortable or helpless when alone, or goes to 
great lengths to avoid being alone 
Is easily hurt by criticism or disapproval 





pee ae DSM-III-R Disorder for 
Mean SD Which Symptom Is a Criterion 
0.077 0.147 Sadistic 

0.104 0.161 Sadistic 

0.130 0.160 Sadistic 

0.133 0.187 Sadistic 

0.150 0.193 Borderline 

0.191 0.239 Sadistic 

0.845 0.199 Dependent 

0.819 0.279 Histrionic 

0.801 0.198 Dependent 

0.784 0.250 Dependent, avoidant 








*0.000=most strongly associated with masculine behavior; 1.000=most strongly associated with feminine behavior. 


DISCUSSION 


Naive participants demonstrated differences in the 
gender weighting that they associated with DSM-III-R 
criteria for the personality disorders. However, the male- 
female dimension for these differences was not what we 
had expected. In discussions of sex bias, the antisocial 
type is often seen as the prototypical masculine person- 
ality disorder, whereas the histrionic type is usually in- 
terpreted as the prototypical feminine personality disor- 
der. Undergraduate subjects, however, did not see the 
gender weighting of personality disorder criteria as oc- 
curring along an antisocial—histrionic dimension but, in- 
stead, along a sadistic-dependent dimension. 

These results are consistent with research on normal 
personality traits associated with men and with wom- 
en. For example, when Rosenberg et al. (11) had col- 
lege students sort 66 trait descriptors into masculine 
and feminine traits, women were seen as naive, sub- 
missive, and sentimental, and men were seen as dom- 
inant, critical, and unsocial. Ashmore’s review of re- 
search on sex stereotypes and implicit personality 
theories (12) revealed that masculine and feminine per- 
sonality traits could be represented according to two 
dimensions: a potency (controlling versus being con- 
trolled) and an evaluative (bad versus good) dimen- 
sion. The female stereotype is “soft’”—submissive and 
emotional—while the male stereotype is ‘“hard”— 
dominant, aggressive, and unemotional. Given that 
personality disorders are sometimes viewed as ex- 
tremes of normal personality traits, it is not surprising 
that the extreme of normal masculine aggressiveness 
and dominance is sadistic personality disorder, and the 
extreme of feminine passivity is dependent personality 
disorder. 

One surprise, however, was the failure to find that 
the borderline personality disorder criteria were biased 
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toward giving that diagnosis to women. Prevalence 
data suggest that women are more likely to receive this 
diagnosis than men are (3, 13, 14). Examination of 


individual symptoms within the borderline personality 


disorder criteria reveals that one characteristic (“‘inap- 
propriate, intense arger”) was seen as strongly mascu- 
line, and all the others were generally seen as feminine, 
which pulled the overall mean for the category toward 
the middle of the continuum. When this “masculine” 
diagnostic criterion was dropped, the overall mean 
gender weighting for borderline personality disorder 
was 0.589. This one “masculine” symptom of border- 
line personality disorder was also part of the male per- 
sonality disorder stereotype. One interesting specula- 
tion that can be drawn from this result is that men and 
women with borderline personality disorder present 
with different symptom patterns. The DSM-III-R poly- 
thetic criteria allow for heterogeneity in symptoms, so 
patients with the same diagnosis might present quite 
different symptom pictures. A woman with borderline 
personality disorder may be more likely to show de- 
pendency characteristics, whereas a man may appear 
as angry and aggressive. 

Another diagnosis that was not seen as associated 
with gender was obsessive-compulsive personality dis- 
order. We expected that the symptoms used to define 
this disorder would be seen as male sex role behaviors. 
While the overall mean rating fell near the middle of 
the continuum, ratings of individual criteria were quite 
variable. Three criteria (inability to discard worn-out 
objects, preoccupation with details and rules, inflexi- 
bility in matters of morality) were seen as feminine 
traits, two (restricted expression of emotion, lack of 
generosity in giving) were seen as masculine, and the 
remaining four symptoms were not seen as gender re- 
lated. The view that the obsessive-compulsive person- 
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ality is biased toward masculine behaviors was not 
shown in this study. 

Another interesting (albeit ironic) result concerned the 
two controversial diagnostic categories, sadistic and self- 
defeating personality disorders. When it was proposed as 
a category in the first version of DSM-III-R, masochistic 
personality disorder was criticized as having a potential 
female sex bias. As a result, the diagnostic category was 
revised and the disorder was renamed self-defeating; 
however, the category has continued to be criticized for 
gender bias. Our results showed that the diagnostic cri- 
teria for the self-defeating category had a neutral gender 
weighting, while sadistic personality disorder had the 
most extreme gender weighting. 

Overall, the results of this study suggest gender 
weighting in the DSM-III-R diagnostic criteria for per- 
sonality disorders. Whether this weighting is inappro- 
priate and reflects gender bias is an issue that was not 
addressed in the study. Further research is needed to 
examine the influence of sex roles and gender bias on 
the diagnosis of personality disorders. In particular, we 
need to find innovative methodologies that can tease 
out the role of bias, gender weighting, and actual dif- 
ferences in the base rates of disorders in diagnostic 
labeling and in specific diagnostic criteria. 
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Nicholas Rosenlicht, M.D., and Robert H. Gerner, M.D. 





Methylation has been implicated in the etiology of 
psychiatric illness. Parenteral S-adenosylmethionine, a 
methyl group donor, has been shown to be an effective 
antidepressant. The authors studied the antidepressant 
effect of oral S-adenosylmethionine in a randomized, 
double-blind, placebo-controlled trial for 15 inpatients 
with major depression. The results suggest that oral 
S-adenosylmethionine is a safe, effective antidepressant 
with few side effects and a rapid onset of action. S- 
Adenosylmethionine induced mania in a patient with 
no history of mania. S-Adenosylmethionine may be 
useful for patients who cannot tolerate tricyclic anti- 
depressants. These findings support a role for methyl- 
ation in the pathophysiology of depression. 

(Am J Psychiatry 1990; 147:591-595) 





hree lines of evidence implicate methylation in the 

etiology of psychiatric illness (see references 1 and 
2 for reviews). First, administration of single large oral 
doses (10—20 g) of methionine, a precursor of S-ade- 
nosylmethionine (an important methyl group donor), 
causes acute psychosis in 40%-—50% of patients diag- 
nosed as “chronic schizophrenic” (3). These methio- 
nine studies were inspired by the observation that the 
chemical structures of various hallucinogens closely re- 
sembled those of methylated neurotransmitters and by 
the related hypothesis that schizophrenia might be due 
to an overactive methylation system (4). Second, low 
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blood levels of folate, a key intermediate in the meth- 
ylation cycle, have been associated with several psy- 
chiatric illnesses, including depression, dementia, alco- 
holism, epilepsy, and organic psychosis (5, 6). 
Depression correlates most strongly with low foiate 
levels. More severe affective illness and poorer treat- 
ment response are associated with low folate levels. 
Folate supplementation appears to speed and 
strengthen recovery trom depression (7, 8). Third, S- 
adenosylmethionine, administered parenterally, has 
been demonstrated to be a safe and effective antide- 
pressant with few side effects and a relatively rapid 
onset of action (9, 10; for review, see reference 11). 

The many difficulties associated with parenteral ad- 
ministration have limited the clinical usefulness of S- 
adenosylmethionine and have also slowed research on 
this novel antidepressant. While S-adenosylmethionine 
is approved for clinical use in Italy, it has received little 
attention in this country. Recent trials in the United 
States have confirmed the effectiveness of parenteral 
S-adenosylmethionine (12-14), and preliminary stud- 
ies have suggested that oral S-adenosylmethionine 
might be similarly effective (15, 16). We report here 
the results of a randomized, double-blind, placebc- 
controlled study of S-adenosylmethionine with de- 
pressed inpatients, which was designed to test whether 
oral S-adenosylmethionine could be a clinically useful 
antidepressant. 


METHOD 


Informed consent was obtained from 18 patients be- 
tween the ages of 18 and 65 years who met the DSM- 
III criteria for major depression, unipolar, without 
psychotic features and had scores on the Hamilton 
Rating Scale for Depression (21 items) (17) higher than 
20. The trial was initially planned to include 30 pa- 
tients, but we were forced to stop after 18 patients 
because approval of the 200-mg S-adenosylmethionine 
tablet was withdrawn by the U.S. Food and Drug Ad- 
ministration. This withdrawal was not related to the 
clinical performance of S$-adenosylmethionine but to 
technical issues regarding data on the dissolution of 
the tablets. 

All subjects were male inpatients consecutively ad- 
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mitted to the clinical research center for affective dis- 
orders of the Brentwood Division of the West Los An- 
geles Veterans Administration Medical Center. Ex- 
cluded from the study were actively suicidal, bipolar, 
and substance abuse patients, patients with significant 
medical problems, and patients who would suffer un- 
due loss (e.g., financial) from participation in the trial. 
Physical examinations, routine laboratory studies 
(SMA-18, CBC, urinalysis, thyroid function tests), and 
ECGs were performed, and patients with major abnor- 
malities were excluded. All patients underwent 7-day 
drug-free washouts on the ward and were rated again 
before entering the trial. Patients who no longer met 
the criteria for the study were excluded. 

The patients were then randomly assigned (by 
means of a computer-generated random string of zeros 
and ones) to receive S-adenosylmethionine or placebo 
for 21 days. After the study, they spent 7 days without 
drugs in the hospital for observation and appropriate 
clinical intervention if needed. The laboratory tests 
and ECG were repeated at this time. A 21-day treat- 
ment period was chosen because most previous studies 
of S-adenosylmethionine have been limited to 21 days 
or less. Eighteen patients entered the trial, and 15 pa- 
tients completed it. One patient (placebo) was with- 
drawn because of worsening depression and was 
treated with ECT. One patient (drug) was noncompli- 
ant and was dropped from the study. The other patient 
(placebo) was found to be hypothyroid and was 
dropped from the study and treated with thyroxine. 

A double-blind design was employed; none of the 
investigators, ward staff, patients, or family members 
was aware of the code. The S-adenosylmethionine was 
in the form of 200-mg oral tablets, and the placebo 
tablets were identical in appearance. The first five pa- 
tients received gradually increasing doses; placebo was 
given to two and S-adenosylmethionine to three, one 
of whom was later dropped because of noncompli- 
ance. Their doses increased from 200 mg/day to 800 
mg b.i.d. (10:00 a.m. and 3:00 p.m.) by day 7. The 
dose remained 800 mg b.i.d. for days 8—21. Since the 
oral $-adenosylmethionine was extremely well toler- 
ated by these first five patients, we decided to eliminate 
the graduated-dose phase of the study. Patients 6-18 
were given 800 mg b.i.d. for the entire 21 days of the 
trial. 

Hamilton depression ratings were done by the inves- 
tigators at days 0, 3, 7, 14, and 21, and all of the 
subjects filled out the Carroll Rating Scale for Depres- 
sion (18) at these times. Vital signs were recorded each 
day before the administration of the tablets. Mean 
Hamilton scores and mean Carroll scores for the two 
groups (drug and placebo) were analyzed according to 
a split-plot design and Tukey’s test for multiple com- 
parisons. Analysis of variance (ANOVA) was per- 
formed with a repeated measures design for drug ver- 
sus placebo groups, change in scores over time, and 
Treatment by Time interaction. 

The meant+SD age of the final 15 subjects was 
42.2+16.3 years. Seven patients were black, seven pa- 
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Hamilten Depression Score 


FIGURE 1. Depressed Patients’ Hamilton Depression Scores Before 
and After Treatment With Oral S-Adenosyimethionine or Placebo 


50 S—ADENOSYL—METHIONINE 





tients were white, and one patient was Hispanic. There 
were no significant differences between the S-adenosyl- 
methionine and placebo groups in age or severity of 
illness (i.e., score on either the Hamilton or Carroll 
scale), 


RESULTS 


The Hamilton scores for the 15 individual subjects 
before and after S-adenosylmethionine or placebo are 
shown in figure 1. Only one of the six placebo subjects 
experienced a reduction in Hamilton score of greater 
than 50% during the 21 days of the study. In the S- 
adenosylmethionine group, however, six of the nine 
patients had reductions of more than 50%. 

The mean Hamilton scores for the two groups are 
shown in figure 2. The patients in the placebo group 
had an initial mean+SD score of 31.0+8.5, which de- 
creased to 23.7+14.3 over 21 days. Patients in the 
S-adenosylmethionine group had an initial mean score 
of 26.6+5.5 and a final score of 10.4+6.9. The scores 
at day 0 for the two groups were not significantly dif- 
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FIGURE 2. Depressed Patients’ Mean Hamilton Depression Scores 
Over 21-Day Trial of Oral S-Adenosyimethionine (SAM) (N=9) and 
Placebo (N=6) 
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FIGURE 3. Depressed Patients’ Mean Scores on Carroll Rating Scale 
for Depression Over 21-Day Trial of Oral S-Adenosylmethionine 
(SAM) (N=9) and Placebo (N=6) 
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ferent. The mean Hamilton score for the S-adenosyl- 
methionine group was significantly lower than that of 
the placebo group (p<0.05, Tukey’s test) at day 14 
and day 21. While the score of the placebo group was 
not significantly different from baseline until day 14, 
the score of the S-adenosylmethionine group had sig- 
nificantly changed from baseline by day 7 (p<0.01, 
Tukey’s test). 

Figure 3 shows the group mean scores for the Car- 
roll depression self-rating scale. Initially, the drug and 
placebo group scores (31.0+4.5 and 33.8+5.5, respec- 
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tively) were not significantly different. The S-adeno- 
sylmethionine group score dropped more rapidly than 
that of the placebo group (to 19.1410.2 and 
29.7+11.6), and this difference became significant at 
day 21 (p<0.05, Tukey’s test). While the mean score 
of the placebo group never differed significantly from 
baseline, the score of the S-adenosylmethionine group 
had dropped significantly by day 7 (p<0.05, Tukey’s 
test). 

The ANOVAs showed significant effects for drug ver- 
sus placebo (F=3.85, df=1, 13, p=0.07) and change 
in scores over time (F=21.9, df=4, 52, p=0.01) and a 
significant Treatment by Time interaction (F=2.36, 
df=4, 52, p=0.07). 

Oral S-adenosylmethionine was safe in our trial. No 
significant changes were noted in the posttrial results 
of the physical examination, routine laboratory stud- 
ies, or ECG. Eleven side effects were reported during 
the trial, five by patients receiving S-adenosylmethio- 
nine and six by patients taking placebo. One patient 
receiving S-adenosylmethionine reported three of the 
five S-adenosylmethionine side effects: arm soreness; 
hot, itchy ear; and crawling sensation on the skin. 
Manic symptoms and headache were each experienced 
by one patient in the S-adenosylmethionine group. The 
symptoms reported by patients in the placebo group 
were flatus (N=2), constipation (N=2), dry mouth 
(N=1), and light-headedness (N=1). All of the side 
effects were transient and mild with the exception of 
mania, which will be described. None of these minor 
side effects could be definitively attributed to S-adeno- 
sylmethionine, since they resolved spontaneously and 
did not require discontinuation of S-adenosylmethio- 
nine treatment. 

We have no information about how the patients 
fared clinically after the trial. They were observed for 
side effects but were not rated after the trial. After the 
study the patients were treated with standard tricyclic 
antidepressants if treatment was clinically indicated. 

On day 19 of treatment with S-adenosylmethionine, 
patient 2, a 65-year-old white man, was noted to be 
energetic, talkative, irritable, grandiose, and hyperki- 
netic. His clinical ratings had improved dramatically, 
but he was now noting the return of insomnia and 
decreased appetite. He left the ward against medical 
advice on day 21, completing the drug portion of the 
trial but refusing to stay for the 7-day observation pe- 
riod. He subsequently developed a manic episode char- 
acterized by pressured speech, flight of ideas, poor 
judgment, extensive travel, insomnia, decreased appe- 
tite, weight loss, and expenditure of large sums of 
money. He returned to the ward several weeks later 
and was successfully treated with lithium. However, he 
stopped taking his medication after discharge and had 
to be hospitalized 2 months later. Thus, even though 
S-adenosylmethionine treatment had been discontin- 
ued 3 months earlier, his manic episode persisted. Trig- 
gering by S-adenosylmethionine of a switch into mania 
has been reported previously (13, 19). Reinvestigation 
of the patient’s history revealed only 1 prior depressive 
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episode (responsive to doxepin), no prior history of 
mania or hypomania, and a family history of depres- 
sion but not mania. 


DISCUSSION 


The results presented here strongly suggest that oral 
S-adenosylmethionine, like parenteral S-adenosylme- 
thionine, is a safe, effective antidepressant with re- 
markably few side effects and a relatively rapid onset 
of action. Furthermore, our results are in accord with 
those of previous studies from Great Britain, Italy, and 
the United States. To our knowledge, this is the first 
demonstration of the effectiveness of oral S-adenosy!]- 
methionine in a double-blind, placebo-controlled trial. 

Since previous studies (20, 21) have demonstrated 
that S-adenosylmethionine can be absorbed if admin- 
istered orally, it is not unexpected that the oral form 
should be efficacious. If confirmed by other investiga- 
tors, the finding that oral S-adenosylmethionine is an 
effective antidepressant could have significant clinical 
and research impact. 

First, S-adenosylmethionine could prove to be a use- 
ful antidepressant for patients who cannot tolerate 
the side effects of standard tricyclic antidepressants. 
Candidates for such treatment are patients with car- 
diac arrhythmias, seizure disorders, narrow angle glau- 
coma, hypotension, constipation, and recent myocar- 
dial infarction, elderly patients, and patients who 
cannot be sedated. Furthermore, since S-adenosylme- 
thionine may have a more rapid onset of action than 
standard tricyclics, it may be of use when a rapid re- 
covery is essential, such as in the case of an acutely 
suicidal or catatonic patient. S-Adenosylmethionine 
may have potential in the treatment of other illnesses 
currently treated with tricyclic antidepressants, such as 
panic disorder, agoraphobia, bulimia, chronic pain 
syndromes, posttraumatic stress disorder, and atten- 
tion deficit disorder. Trials involving patients with 
some of these illnesses are currently under way. 

Since the chemical structure and biological activity 
of S-adenosylmethionine are unlike those of other an- 
tidepressants, it may be useful in the treatment of re- 
fractory depressions, either alone or in combination 
with a standard tricyclic agent or lithium. 

` Our results also confirm the experience of other in- 

vestigators (19) that S-adenosylmethionine can induce 
mania and that the switch from depression to mania 
can be triggered in a patient with no previous history 
or family history of manic episodes. 

While these prospects are exciting, it must be noted 
that our study has limitations. Our small patient sam- 
ple restricts the certainty of our findings. Also, we 
studied a sample of unipolar depressed, male veteran 
inpatients. Whether the effects of S-adenosylmethio- 
nine are as great with women, nonveterans, or outpa- 
tients remains to be seen, although the results with 
parenteral administration are encouraging in this re- 
gard (10, 12—14). While our inpatient sample had a 
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partially controlled diet, we did not attempt to regulate 
the amounts of methionine or folate in the diet, and 
these nutrients may influence the efficacy of S-adeno- 
sylmethionine. The interaction of these two methyl 
group donors, S-adenosylmethionine and folate, has 
not yet been determined. Optimal dosage with oral 
S-adenosylmethionine also requires further study. 
While 1600 mg/day was well tolerated by all our pa- 
tients, at least one (the oldest) was made manic by this 
dose. The three S-adenosylmethionine nonresponders 
(all younger than 50) may have needed higher doses to 
achieve therapeutic blood concentrations. We also 
know very little about the importance of dosage sched- 
ule or length of treatment. Our responders recovered 
quite rapidly, but many were still improving at the end 
of the 21-day trial. A longer trial might result in a 
higher percentage of recovered patients. Longer-term 
follow-up studies to assess relapse rate are also needed. 

Perhaps the most exciting implications of the effec- 
tiveness of S-adenosylmethionine are those regarding 
the role of methylation in psychiatric illness. The orig- 
inal transmethylation hypothesis of schizophrenia pos- 
tulated that schizophrenic patients have an overactive 
methylation system, which puts too many methyl 
groups on neurotransmitters during their metabolism, 
thus creating endogenous “‘psychotoxins” (4). While 
the search for these compounds was ultimately fruit- 
less, this hypothesis inspired nearly a dozen studies of 
methionine loading, which all achieved the same find- 
ing: an oral challenge of 10 g of methionine (the im- 
mediate precursor of S-adenosylmethionine) causes 
40%-50% of patients diagnosed as “‘chronic schizo- 
phrenic” to have acute, transient, reversible psychotic 
reactions without overt signs of organic delirium. This 
highly reproducible finding remains unexplained to 
this day. Our present results suggest an explanation. It 
seems possible that many of the patients then diag- 
nosed as “chronic schizophrenic” might today be di- 
agnosed as bipolar or schizoaffective. Thus, the 40%— 
50% psychosis rate found might represent a consistent 
rate of misdiagnosed bipolar and/or schizoaffective pa- 
tients who experienced an acute manic psychosis in 
response to a challenge with methionine. It will be 
interesting to test this hypothesis with today’s more 
stringent diagnostic criteria. A more modern version of 
the transmethylation hypothesis postulates an under- 
active methylation system in depression and an over- 
active system in mania (1). At least one study has 
found abnormalities in the activity of methionine ad- 
enosyltransferase (an enzyme involved in the synthesis 
of S-adenosylmethionine), which are consistent with 
this hypothesis (22). 

The biological effects of S-adenosylmethionine are 
myriad, and it is difficult to determine which effects 
contribute to its therapeutic action. At least one report 
(23) has shown that S-adenosylmethionine influences 
monoamine metabolism, which could link its antide- 
pressant effect to the monoamine theory of depression. 
However, its influence on phospholipid metabolism 
may be even more important in its antidepressant ef- 
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fect. S-Adenosylmethionine increases membrane fluid- 
ity, and this in turn can affect the functioning of re- 
ceptors, ion channels, and second messenger systems 
(24). Indeed, S-adenosylmethionine has been shown to 
modulate the stimulation of phospholipid methylation 
by means of B-adrenergic agonists (25, 26), suggesting 
a possible common pathway where amines and S-ad- 
enosylmethionine might interact in depression. 

We recommend that S-adenosylmethionine be given 
broader attention. Its potential utility in a wide variety 
of psychiatric disorders (e.g., alcoholism, dementia, 
epilepsy) (27) underlines the need for cautious, me- 
thodical research on this novel endogenous compound. 
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Structured Interview Data on 102 Cases 
of Multiple Personality Disorder From Four Centers 


Colin A. Ross, M.D., F.R.C.P.(C), Scott D. Miller, Ph.D., Pamela Reagor, Ph.D., 
Lynda Bjornson, M.A., George A. Fraser, M.D., F.R.C.P.(C), and Geri Anderson, R.P.N. 


Patients with multiple personality disorder (N=102) 
at four different centers were interviewed with the Dis- 
sociative Disorders Interview Schedule. The presenting 
characteristics of the patients at all four centers were 
very similar. The clinical profile that emerged included 
a history of childhood physical and/or sexual abuse in 
97 (95.1%) of the cases. The subjects reported an av- 
erage of 15.2 somatic symptoms, 6.4 Schneiderian 
symptoms, 10.2 secondary features of the disorder, 5.2 
borderline personality disorder criteria, and 5.6 extra- 
sensory experiences; their average score on the Disso- 
ciative Experiences Scale was 41.4. The results indicate 
that multiple personality disorder has a stable, consis- 
tent set of features. 

(Am J Psychiatry 1990; 147:596-601) 


N { ultiple personality disorder was the subject of 
an almost entirely anecdotal literature until 
1980 (1). Since then, several review papers (2—4) have 
attested to the increasing database for this disorder, 
which includes four large published series totaling 741 
cases (5—8). However, there has not yet been a report 
of a study describing the phenomenology of multiple 
personality disorder in which a valid and reliable struc- 
tured interview has been used by investigators at a 
number of different centers. 
It was only recently that the first studies which used 
a valid and reliable self-report instrument for dissoci- 
ation, the Dissociative Experiences Scale (9, 10), were 
published. Similarly, studies based on structured inter- 
view data for dissociative disorders began to enter the 
literature only in 1988 (11-17). These reports were 
based on information gathered with the Dissociative 
Disorders Interview Schedule (14, 17) and the Struc- 
tured Clinical Interview for DSM-III-R Dissociative 
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Disorders (18), with which dissociative disorder diag- 
noses can also be made. 

To determine the features of multiple personality 
disorder as it presents itself in patients at specialty clin- 
ics in North America, we used the Dissociative Expe- 
riences Scale and the Dissociative Disorders Interview 
Schedule to gather data on 102 cases of multiple per- 
sonality disorder at four centers. 


METHOD 
Subjects 


The subjects were 92 women and 10 men with clin- 
ical diagnoses of multiple personality disorder in four 
centers: Winnipeg, Canada (N=50), Utah (N=20), 
California (N=17), and Ottawa, Canada (N=15). The 
subjects in Winnipeg were 50 consecutively diagnosed 
patients assessed at a dissociative disorders clinic. In 
almost all cases, they were administered the Dissocia- 
tive Experiences Scale and the Dissociative Disorders 
Interview Schedule by the research nurse before clini- 
cal assessment and before treatment. All but four of 
these subjects received their clinical diagnoses from the 
first author, a psychiatrist; the remaining four were 
given diagnoses by the research nurse (G.A.), who has 
extensive experience in the diagnosis and treatment of 
multiple personality disorder. 

In Utah the subjects were volunteer subjects for a 
doctoral thesis. In California subjects were assessed 
with both instruments at the time of their clinical re- 
ferral to a private outpatient facility, and clinical eval- 
uation was carried out by a doctoral-level psychologist 
(P.R.) or a master’s-level psychological assistant (L.B.). 
In Ottawa the subjects were interviewed with the two 
instruments specifically as part of the current study, 
and many were in treatment. All had been given clin- 
ical diagnoses by a psychiatrist. 

All subjects gave signed consent. None of the authors 
had met the subjects from any of the other centers. 


Instruments 


The Dissociative Experiences Scale is a 28-item self- 
report instrument with a test-retest reliability of 0.84 
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and good clinical validity (9). It is a screening instru- 
ment for dissociative disorders, not a diagnostic instru- 
ment, with possible scores ranging from 0 to 100; two 
published studies (9, 10) have demonstrated that me- 
dian scores on the scale differentiate patients with mul- 
tiple personality disorder from those with other psy- 
chiatric disorders. 

The Dissociative Disorders Interview Schedule is a 
structured interview that takes 30-45 minutes to ad- 
minister to most subjects. It has an interrater reliability 
of 0.68, a sensitivity of 90%, and a specificity of 100% 
for the diagnosis of multiple personality disorder (14). 
In more than 400 administrations of this interview to 
adult patients and nonclinical subjects, the authors 
have not observed a false positive diagnosis of multiple 
personality disorder. 

The Dissociative Disorders Interview Schedule is 
used to make DSM-III-R diagnoses of somatization 
disorder, major depressive episode, borderline person- 
ality disorder, and all the dissociative disorders. All 35 
DSM-III-R symptoms of somatization disorder are in- 
quired about. This schedule asks in detail about child- 
hood physical and sexual abuse and a variety of fea- 
tures associated with multiple personality disorder, 
including 11 Schneiderian symptoms, 16 secondary 
features of multiple personality disorder, and 16 ex- 
trasensory experiences. The primary features of multi- 
ple personality disorder are the formal diagnostic cri- 
teria, while the secondary features are associated 
phenomena characteristic of the disorder. 

Secondary features of multiple personality disorder 
include voices coming from inside one’s head, the ex- 
istence of another person inside the subject, another 
person taking control of one’s body, voices talking 
(whether inside or outside one’s head), extensive am- 
nesia for childhood after age 5, referring to oneself as 
“we” or “us,” blank spells or discrete periods of miss- 
ing time, flashbacks, being told by others of unremem- 
bered events, feelings of unreality or depersonalization 
experiences, noticing objects missing from one’s envi- 
ronment, coming out of a blank spell in unfamiliar 
surroundings and not knowing how one got there, 
strangers knowing the subject, objects present in the 
environment that cannot be accounted for, finding 
samples of different handwriting, and another person 
inside having a different name. Respondents are asked 
about the existence of other people inside them be- 
cause this is frequently how they experience their al- 
ternate personalities; the question does not imply that 
the interviewer believes that there is more than one 
person inside the patient. 

The 16 extrasensory experiences inquired about by 
the Dissociative Disorders Interview Schedule include 
mental telepathy, clairvoyance, telekinesis, contact 
with ghosts, spirits, or poltergeists, possession experi- 
ences, and knowledge of past lives, among others. The 
Schneiderian symptoms include several forms of audi- 
tory hallucination, passivity experiences in which 
thoughts, feelings, or actions are experienced as under 
the control of an outside force, thought broadcasting, 
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delusions, thought insertion and withdrawal, and 

hearing one’s thoughts as if spoken out loud (19). 
The Dissociative Disorders Interview Schedule and 

its scoring rules are available in two sources (14, 17). 


Procedure 


Dissociative Disorders Interview Schedule inter- 
views were conducted with all 102 subjects, and the 
forms were then sent to the coordinating center for 
computer entry and analysis. The subjects in Utah 
(N=20) did not complete the Dissociative Experiences 
Scale. 

Data were first analyzed to determine whether there 
were differences among subjects at the four centers. 
Statistical significance was set at p<0.05, and the Bon- 
ferroni correction for multiple comparisons was ap- 
plied (20). Items were grouped into families for this 
purpose. 

In comparing data at the four centers, chi-square 
tests were used for dichotomous data. For continuous 
data, the Kolmogorov-Smirnov statistic for normality 
was used to determine whether the variables were nor- 
mally distributed. Since they were not, the Kruskal- 
Wallis test was used to determine significance for con- 
tinuous data. Use of nonparametric statistics yielded 
the same results as parametric analysis. 

Data from the four centers were then pooled and a 
descriptive analysis was carried out. Finally, a stepwise 
regression analysis was performed to determine which 
items in the Dissociative Disorders Interview Schedule 
best accounted for the variability in scores on the Dis- 
sociative Experiences Scale (Utah subjects excluded), 
Five items on the interview schedule were selected as 
predictor variables for regression analysis because they 
had been shown in previous research to best discrim- 
inate patients with multiple personality disorder from 
other diagnostic groups (12, 16). These items were so- 
matic symptoms, Schneiderian symptoms, secondary 
features of multiple personality disorder, extrasensory 
experiences, and criteria for borderline personality 
disorder. 


RESULTS 


Subjects at the four centers did not differ on any 
items in the Dissociative Disorders Interview Schedule, 
including demographic data, or overall scores on the 
Dissociative Experiences Scale, with two exceptions: 
the subjects in Winnipeg had fewer secondary features 
of multiple personality disorder, and they had experi- 
enced fewer types of sexual abuse than those in Utah. 
The subjects in Winnipeg had a mean+SD of 9.1+3.6 
secondary features of multiple personality disorder, 
whereas the mean for the Utah subjects was 13.042.4 
(x?=18.73, df=3, p<0.0003). With the Bonferroni 
correction applied, the significance level for this item 
was p<0.003. The subjects in Winnipeg had experi- 
enced a mean+SD of 3.3+2.9 different forms of sexual 
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TABLE 1. Abuse Histories of Multiple Personality Disorder Patients in Five Large Series 








Putnam et al. Coons et al. Present Study 
NT xs Ross et al. (6) x Schultz et al. (8) = 

Type of (5) (N=100) (N=236) (7) (N=50) (N=355) (N=102) 
Abuse N % % N % % N % 
Sexual 83 83.0 79.2 34 68.0 86.0 92 90.2 
Physical 75 75.0 74.9 30 60.0 82.0 84 82.4 
Physical or 

sexual or 

both -—— — 88.5 48 96.0 — 97 95.1 





abuse (14, 17), whereas the mean was 6.7+3.5 for the 
subjects in Utah (x*=19.15, df=3, p<0.0003). With 
the Bonferroni correction applied, the significance level 
for this item was p<0.004. The Dissociative Disorders 
Interview Schedule inquires about 12 different forms 
of sexual abuse, including fondling, fellatio, cunnilin- 
gus, intercourse, bestiality, and participation in the 
production of pornography. 

When data from the four centers were pooled, a 
total of 102 cases of multiple personality disorder were 
available for descriptive analysis. Of the 102 individ- 
uals, 92 (90.2%) were female and 10 (9.8%) were 
male; 49.0% (N=50) had never been married, 31.4% 
(N=32) were married, 18.6% (N=19) were separated 
or divorced, and 0.9% (N=1) was widowed. The mean+ 
SD number of children per subject was 1.041.4. Forty- 
four (43.1%) of the subjects were employed. 

As shown in table 1, 90.2% of the subjects reported 
a history of childhood sexual abuse, and 82.4% re- 
ported physical abuse. Altogether, 95.1% of the sub- 
jects had experienced one or both of these forms of 
childhood trauma. | 

Substance abuse was common. Of the 102 patients, 
33.3% (N=34) had had a drinking problem at some 
time, 28.4% (N=29) had used street drugs extensively, 
9.8% (N=10) had injected drugs intravenously, and 
15.7% (N=16) had had treatment for drug or alcohol 
abuse. Altogether, 50% of the subjects endorsed one 
or more of the items concerning substance abuse. 

There was evidence of extensive involvement with 
the mental health system. Altogether, 95.1% (N=97) 
of the subjects had received treatment for an emotional 
disorder, and 75.5% (N=77) knew what diagnoses 
they had been given in the past; 72.5% (N=74) had 
been given diagnoses of depression, 26.5% (N=27) 
mania, 26.5% (N=27) schizophrenia, 46.1% (N=47) 
anxiety disorder, and 35.3% (N=36) multiple person- 
ality disorder. 

Of the 102 individuals with multiple personality dis- 
order, 86.3% (N=88) had been prescribed psychotro- 
pic medication or ECT. This included 55.9% (N=57) 
who received antipsychotic medication, 72.5% (N= 
74) an antidepressant, 29.4% (N=30) lithium, and 
16.7% (N=17) ECT. Ninety-four percent (N=96) of 
the subjects had received courses of psychotherapy of 
at least five sessions in duration for emotional, family, 
or psychological problems; 76.5% (N=78) of the sub- 
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jects said that they had received ineffective treatment at 
some time. 

There was evidence of high levels of suicidal ideation 
and self-abusive behavior. Ninety-two percent (N=94) 
of the subjects had had recurrent thoughts of death, 
suicidal thoughts, or wishes to be dead or had at- 
tempted suicide; 56.9% (N=58) had taken an over- 
dose; 40.2% (N=41) had slashed their wrists or other 
body areas; 23.5% (N=24) had inflicted cigarette 
burns or other self-injuries; 26.5% (N=27) had used a 
gun, knife, or other weapon to harm themselves; and 
12.7% (N=13) had attempted to hang themselves. 

The mean+SD number of types of self-abuse re- 
ported per subject was 1.9+1.7. Of the 102 subjects, 
28 (27.5%) had not attempted suicide, 25 had used 
one method of self-abuse, 15 had used two methods, 
13 had used three methods, 10 had used four, eight 
had used five, and three had used six. 

The mean numbers of symptoms per subject in sev- 
eral key sections of the Dissociative Disorders Inter- 
view Schedule are shown in table 2. The mean score on 
the Dissociative Experiences Scale is also shown in ta- 
ble 2; the median score was 43.8, and the range was 
1.25-83.6. Table 3 shows the frequency with which 
subjects endorsed each of the 16 secondary features of 
multiple personality disorder inquired about in the 
Dissociative Disorders Interview Schedule. Of the 102 
subjects, 95.1% (N=97} endorsed five or more of 
these secondary features. 

The key symptom clusters were endorsed by the ma- 
jority of the 102 subjects: 90.2% (N=92) endorsed 
three or more Schneiderian symptoms, 91.2% (N=93) 
endorsed two or more borderline personality disorder 
criteria, 92.2% (N=94) endorsed five or more somatic 
symptoms, and 89.2% (N=91) endorsed two or more 
extrasensory experiences. 

Headache was reported by 90 subjects, and 37.8% 
(N=34) of these individuals stated that they had been 
given a diagnosis of migraine headache by a doctor. 
Ninety-two percent (N=94) of the subjects reported 
going into trances, 55.9% (N=57) had walked in their 
sleep, and 48.0% (N=49) had had imaginary compan- 
ions as children. 

A great many of these 102 patients with multiple 
personality disorder had other concurrent psychiatric 
diagnoses according to the Dissociative Disorders In- 
terview Schedule. Ninety-three (91.2%) had diagnos- 
es of major depressive disorder, 65 (63.7%) border- 
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TABLE 2. Features Associated With Multiple Personality Disorder 
in 102 Patients 


ROSS, MILLER, REAGOR, ET AL. 


TABLE 3. Frequency of 16 Secondary Features of Multiple Per- 
sonality Disorder in 102 Patients 








Itern Mean SD 
Somatic symptoms 15.2 7.3 
Schneiderian symptoms 6.4 2.8 
Secondary features of multiple 

personality disorder 10.2 3.5 
Borderline personality disorder 

criteria 5.2 - 2.3 
Extrasensory experiences 5.6 3.3 
Dissociative Experiences Scale 

score 41.4 20.0 








line personality disorder, and 62 (60.8%) somatization 
disorder. 

Table 4 shows the frequency distribution for en- 
dorsement of amnesia items, of which there are six, on 
the Dissociative Disorders Interview Schedule. These 
include the amnesia criterion from DSM-III-R somat- 
ization disorder, three secondary features of multiple 
personality disorder from those shown in table 3, cri- 
terion A for DSM-III-R psychogenic amnesia, and the 
fifth National Institute of Mental Health research cri- 
terion for multiple personality disorder, which speci- 
fies the existence of some type of amnesia or combi- 
nation of types of amnesia among the different 
personalities. One hundred percent of the subjects en- 
dorsed at least one of the six amnesia criteria; 88.2% 
(N=90) endorsed three or more. 

When a stepwise regression analysis was conducted 
with Dissociative Experiences Scale score as the crite- 
rion variable, only one predictor variable, secondary 
features of multiple personality disorder, entered the 
regression at p<0.05. The corrected R? value for sec- 
ondary features of multiple personality disorder was 
0.36 (8=0.61; p<0.00001). 


DISCUSSION 


These findings provide the first data on multiple per- 
sonality disorder from structured interviews conducted 
in several centers. Both of the instruments used in the 
study have demonstrated validity and reliability. Sec- 
ondary features of multiple personality disorder re- 
vealed by the Dissociative Disorders Interview Sched- 
ule accounted for a large amount of the variability in 
scores on the Dissociative Experiences Scale (8=0.61). 
The experiences inquired about in the secondary fea- 
tures section of the Dissociative Disorders Interview 
Schedule are similar to subitems of the Dissociative 
Experiences Scale; the two instruments appear to tap 
the same domain. 

There is now a series of published studies of multiple 
personality disorder that are cross-linked with each 
other and that together provide a strong case for con- 
sistency in the features of the disorder. As shown in 
table 1, the rates of childhood physical and sexual 
abuse for patients with multiple personality disorder in 
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Subjects 

Item N A 
Another person existing inside 92 90.2 
Voices talking 89 87.3 
Voices coming from inside 84 82.4 
Another person taking control 83 81.4 
Amnesia for childhood 83 81.4 
Referring to self as “we” or “us” 75 73.5 
Person inside has-a different name 72 70.6 
Blank spells 69 67.7 
Flashbacks 68 66.7 
Being told by others of unremem- 

bered events 64 62.8 
Feelings of unreality 58 56.9 
Strangers know the patient 45 44.1 
Noticing that objects are missing 43 42.2 
Coming out of blanx spell in a 

strange place 37 36.3 
Objects are present that cannot 

be accounted for 32 31.4 
Different handwriting styles 28 27.5 


four large series (5—8) and the present study are in the 
same range: 60%--82% of the subjects had been phys- 
ically abused, 68%—90% had been sexually abused, 
and over 88% had been victims of one or both forms 
of childhood trauma. These are conservative estimates 
of the rates of childhood abuse, because some of the 
respondents may have had amnesia for childhood 
trauma at the time cf interview. An additional series of 
70 subjects reported by Bliss (21) contained both con- 
firmed and possible cases of multiple personality dis- 
order, but the rates of abuse for the confirmed sub- 
group were not stated separately. 

Ross et al. (6) showed that 236 subjects with mul- 
tiple personality disorder were similar in many char- 
acteristics to those in 100 cases reported to Putnam et 
al. (5) with a different questionnaire. In addition, Ross 
et al. (10) showed that median scores on the Dissocia- 
tive Experiences Scale differentiated patients with mul- 
tiple personality disorder from those with other psy- 
chiatric disorders in much the same way that they did 
in the original development of the scale. It is important 
to emphasize that this scale is a screening, not a diag- 
nostic, instrument and that high scores only suggest a 
dissociative disorder. 

In another study, Ross et al. (22) compared 22 pa- 
tients with multiple personality disorder in Winnipeg 
and 23 such patients in Ottawa to patients from the 
series of 236. Results showed that cases of multiple 
personality disorder in Winnipeg and Ottawa did not 
differ from each other, from cases reported by Cana- 
dian general psychiatrists, or from cases reported by 
American psychiatrists specializing in the disorder. 
These studies demonstrate that the disorder has a con- 
sistent, stable set of features and that the findings are 
consistent when different questionnaires are used. 

Previous studies have shown that men and women 
with multiple personality disorder do not differ in a 
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MULTIPLE PERSONALITY DISORDER 


TABLE 4. Frequency Distribution of Number of Amnesia Items 
Endorsed on Structured Interview for 102 Patients With Multiple 
Personality Disorder 











Number of Items Number of Cumulative 
Endorsed Patients Percent 

0 0 0.0 

1 3 2.9 

2 9 11.8 

3 13 24.5 

4 28 52.0 

5 41 92.2 

6 8 100.0 


wide range of features, including number of alternate 
personalities (23). In addition, subjects with multiple 
personality disorder who have been hypnotized do not 
differ from those who have not been hypnotized on a 
large number of variables, including total number of 
personalities (24). The features of the disorder are con- 
sistent whether cases are diagnosed by psychiatrists or 
psychologists, in private clinics or at teaching hospitals. 

Multiple personality disorder is linked to much higher 
rates of childhood trauma than any other psychiatric 
disorder; it appears to represent a dissociative strategy 
for coping with and surviving this abuse. Patients with 
this disorder have many symptoms, and the vast ma- 
jority have one or more concurrent diagnoses, such as 
substance abuse, depression, somatization disorder, 
and borderline personality. Other common concurrent 
diagnoses not inquired about by the Dissociative Dis- 
orders Interview Schedule include panic disorder and 
eating disorders (17, 25). Patients with multiple per- 
sonality disorder are probably the most self-destructive 
diagnostic group among psychiatric patients. 

Despite its manifestation through many different 
symptoms, multiple personality disorder can be differ- 
entiated from other psychiatric disorders at high levels 
of significance on a large number of interview items 
(12). Most patients with multiple personality disorder 
have numerous somatic and Schneiderian symptoms 
(19), borderline criterion symptoms, extrasensory ex- 
periences, and high scores on the Dissociative Experi- 
ences Scale. Most report numerous secondary features 
of multiple personality disorder; these may be patho- 
gnomonic for the disorder when more than five are 
present in conjunction with the rest of the Dissociative 
Disorders Interview Schedule profile, especially child- 
hood abuse. It is noteworthy that 70.6% of the mul- 
tiple personality disorder subjects in the present study 
said that they had another person inside who had a 
different name. This appears to be a secondary feature, 
which is revealed to the clinician at the initial assess- 
ment in the majority of cases. 

The proposed DSM-IV criteria for the disorder (see 
appendix 1) appear to yield very few, if any, false pos- 
itive diagnoses in clinical subjects. One advantage of 
using the Dissociative Disorders Interview Schedule in 
clinical assessments is that a malingerer would have to 
be aware of the entire multiple personality disorder 
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profile to produce a convincing picture of the disorder 
on that structured interview. 

As multiple personality disorder is more widely rec- 
ognized and diagnosed, the risk of false positive diag- 
noses with the DSM-III-R criteria will increase. It is 
for this reason that more stringent criteria, including 
amnesia, are recommended for DSM-IV. These pro- 
posed criteria might result in false negative diagnoses 
for patients who do not have amnesia—it is possible 
that a form of multiple personality disorder without 
amnesia exists in the general population—but such in- 
dividuals do not seem to present to clinicians for treat- 
ment with any frequency. Excluding such individuals 
as having false negative diagnoses is a more conserva- 
tive diagnostic error than overincluding subjects with 
false positive diagnoses. 

Although patients with multiple personality disorder 
currently spend an average of 6.8 years in the mental 
health system from first presentation to diagnosis (5, 
6), their disorder can be diagnosed with good validity 
and reliability when a specific inquiry for its features is 
made. These features have differentiated multiple per- 
sonality disorder from schizophrenia, panic disorder, 
eating disorder, complex partial seizures, and neuro- 
logical disorders in several published studies (12, 13). 
As the present study and previous studies (5, 6) show, 
the patient with undiagnosed multiple personality dis- 
order receives many different diagnoses and treatments 
during his or her 6.8 years in the mental health system 
before the correct diagnosis is made. Some of the pre- 
vious diagnoses, such as major depressive episode, are 
correct concurrent diagnoses. Others, often including 
non-DSM-III-R entities such as “hysterical schizo- 
phrenia,” are diagnostic errors. 

Once a systematic inquiry for multiple personality 
disorder is made part of the routine diagnostic assess- 
ment of all individuals presenting to mental health fa- 
cilities, the disorder will no longer be thought to be 
rare. Because multiple personality disorder is often 
treatable with specific psychotherapy to the point of 
long-term remission (17, 25, 26), such an inquiry 
should be part of standard clinical practice. In addi- 
tion, structured diagnostic interviews for use in epide- 
miological surveys should make specific inquiries for 
dissociative disorders. There is a sufficiently large ac- 
tive caseload of multiple personality disorder patients 
in North America for norms on multiple personality 
disorder items in research instruments to be derived. 
This study represents the first attempt to derive norms 
for a dissociative disorder by using a valid and reliable 
structured interview in several different centers. 
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APPENDIX 1. Proposed DSM-IV Diagnostic Criteria for Multiple Per- 
sonality Disorder 


A. 


The existence within the individual of two or more dis- 
tinct personalities or personality states (each with its own 
relatively enduring pattern of perceiving, relating to, and 
thinking about the environment and self) 


. At least two of these personalities or personality states 


recurrently take full control of the person’s behavior 


. The presence of at least one of the following: 


1. Blank spells or periods of missing time 

2. Coming out of a blank spell in unfamiliar surround- 
ings, unsure of how he or she got there 

3. Extensive amnesia for childhood after age 5 

4. Evidence of some other form of amnesia between per- 
sonalities (i.e., one-way amnesia, mutual amnesia) 
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Suicide and Schizophrenia: 
Data From a Prospective Community Treatment Study 


Lawrence J. Cohen, Ph.D., Mary Ann Test, Ph.D., and Roger L. Brown, Ph.D. 


This article reports the analysis of prospectively 
gathered data on eight young adults who committed 
suicide during an ongoing longitudinal study of long- 
term treatment of schizophrenia in the community. 
Young adult men with an early onset of psychiatric 
illness were identified as a high-risk subgroup. At the 
time of admission to the study, the subjects who even- 
tually committed suicide reported significantly more 
distress and tended to be less satisfied with their lives 
than the other subjects. Specifically, baseline measures 
of self-reported subjective distress were consistently 
predictive of later suicide, whereas interviewer-rated 
measures and postbaseline assessments were not. 

(Am J Psychiatry 1990; 147:602-607) 


S uicide is the most devastating possible outcome of 
a schizophrenic illness. In addition to the finality 
for the patients, suicide has an intense and long-lasting 
impact on families, other patients, and professional 
staff. Furthermore, it is becoming increasingly clear 
that suicide among schizophrenic persons is not an 
isolated phenomenon. It is the leading cause of prema- 
ture death in this population (1); recent studies have 
estimated a 10% incidence of suicide in the first 10 
years of the illness and a 15% lifetime incidence (2). 

While innovative systems, especially those provid- 
ing comprehensive community-based care, have made 
great strides in the medical and psychosocial treatment 
of schizophrenia, these advances have not eradicated 
suicide. Training in Community Living, for example— 
a model of community-based treatment for seriously 
mentally ill adults—has been shown to be effective in 
keeping patients out of the hospital and in the com- 
munity, in symptom reduction, and in helping patients 
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with employment, independent living, and social func- 
tioning (3), yet findings from an in-progress study of 
this model with young adult patients suggest that sui- 
cide continues to be a considerable problem. 

In previous studies of suicide among schizophrenic 
persons, the most consistent findings have involved 
gender differences and the period of greatest risk. 
Johns et al. (4) reported that 75%—90% of suicides in 
this population are committed by men and that suicide 
is most common during the first 10 years of the illness. 
Studies of older patients, however, have revealed that 
there are suicides throughout the life span and ar all 
stages of illness (5). 

Various symptoms, including feelings of inner disin- 
tegration and persecution (6) and severity of halluci- 
nations and delusions (4), have been found to predict 
suicide among persons with schizophrenia. Because of 
the high base rates of these symptoms, such observa- 
tions are not very helpful in identifying patients at 
highest risk. Certain symptoms of depression, espe- 
cially hopelessness, tend to be more powerful discrim- 
inators (4, 7). Other variables that have been ten- 
tatively suggested as predictors of suicide among 
schizophrenic persons include loss of family support 
(8), poor social and sexual functioning (2), negative 
attitudes toward treatment (9), better premorbid func- 
tioning (10), and loss of access to care (S. Mestrovic 
and J, Cook, unpublished paper, 1982). 

Our report is based on an intensive study of the 
individuals who have committed suicide during an in- 
progress longitudinal study of long-term treatment of 
schizophrenia in the community (11). Unlike most 
other studies of suicide and schizophrenia, this analysis 
was based on a wealth of prospectively gathered data, 
including repeated standardized measures of self-re- 
ported and interviewer-rated symptoms. The extent of 
the data available for review, combined with the dem- 
onstrated effectiveness of the treatment system, allows 
for an increased level of understanding of suicide by 
patients with schizophrenia and related disorders. 


METHOD 


The subjects of this analysis were admitted to the 
ongoing study from 1978 to 1986 according to the 


Am J Psychiatry 147:5, May 1990 


following criteria: residence in Dane County, Wiscon- 
sin; age, 18~30 years; diagnosis of schizophrenia or 
schizoaffective disorder according to the Research Di- 
agnostic Criteria (RDC) (12) or of schizotypal person- 
ality disorder according to DSM-II; less than 1 year of 
total prior time spent in psychiatric or penal institu- 
tions; and absence of a primary diagnosis of mental 
retardation, organic brain syndrome, or alcoholism. 

Patients in the study (N=122) received treatment 
from the Training in Community Living program (N= 
75) or the usual system of care in Dane County (N= 
47). They were randomly assigned to one of the two 
treatment conditions in a ratio of 60:40, respectively, 
to ensure an adequate number in the community living 
condition for additional within-group analyses. Both 
treatment systems are well-known progressive models 
of community care for the seriously mentally ill (13). 
For a detailed description of the Training in Commu- 
nity Living program, the design of the long-term study, 
and the characteristics of the sample as a whole, see 
Test et al. (11). 

As part of the assessment procedures of the in-prog- 
ress long-term study, independent research staff mem- 
bers interview all subjects at the time of admission to 
the study and approximately every 6 months thereafter 
for a period of 5—12 years. The interviews cover a 
range of areas including demographics, preadmission 
history, and social and sexual functioning. The assess- 
ment protocols also include a standardized measure of 
self-reported symptoms, the SCL-90-R (14); an inter- 
viewer-rated measure of symptoms, the Brief Psychiat- 
ric Rating Scale (BPRS) (15); and a self-report measure 
of satisfaction with various aspects of life (3). 


RESULTS 
Suicide Rate by Treatment Condition and Gender 


The sample of 122 subjects in the longitudinal study 
consisted of 82 men (67.2%) and 40 women (32.8%). 
At the time of the substudy on suicide, all surviving 
subjects had been treated and followed for at least 4 
years; the average was 8.26 years. There had been 10 
deaths during this period. Eight were judged to be def- 
inite suicides, one was seen as a possible suicide, and 
one was a homicide. The determination of definite sui- 
cide was made if the treatment staff considered the 
death an unambiguous instance of a patient’s inten- 
tionally taking his or her own life. The possible suicide, 
a death by motor vehicle, was judged to be an accident 
by legal authorities, but the staff continued to have 
doubts about the patient’s intentions. 

The eight definite suicides represent a rate of 6.6% 
of the sample, or an average of 0.8% per year. This 
figure is only slightly lower than the commonly cited 
rate of 1.0% per year during the early years of schizo- 
phrenic illness, despite the fact that the patients in the 
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current study were receiving some of the most com- 
prehensive and continuous care available in the coun- 
try. In addition, the rate of definite suicides did not. 
differ according to treatment condition; the incidence 
for this period was five of 75 (6.7%) in the community 
living group and three of 47 (6.4%) in the Dane Coun- 


ty system group. This difference was not statistically . 


significant (x7=0.10, df=1, p=0.75, with Yates’ cor- 
rection). The one possible suicide had been a patient in 
the Training in Community Living group. 

All of the patients who had definitely committed 
suicide were male; the possible suicide victim was a 
woman. Perhaps because of limitations in sample size, 
this gender difference was not statistically significant at 
the p<0.05 level by chi-square test. However, the data 
suggest that men are a clearly identifiable high-risk 
subgroup of young adults with schizophrenia or re- 
lated disorders. The analyses that follow include only 
the patients who definitely committed suicide. Since 
these were all male, the other male subjects in the study 
(N=74) were used as a comparison group. 


Demographic and History Variables 


Table 1 presents data on several age characteristics 
for the suicide sample and for the male subjects who 
did not commit suicide. The subjects who committed 
suicide were significantly younger than the others 
when they had their first contact with the mental 
health care system and when they were admitted to the 
study. The difference between the two groups in age at 
first psychiatric hospitalization (for those who were 
hospitalized) approached significance. At the time of 
their deaths, the subjects who committed suicide 
ranged in age from 20 to 27 years (mean+SD= 
22.9+2.3 years). They had been treated and followed 
in the study for a meant+SD of 2.9+1.9 years. The 
subjects who committed suicide, then, represented a 
group with very early onset of illness, and the suicides 
tended to occur early in the course of the illness. 

No significant differences between the suicide and 
nonsuicide groups were found on the variables of mar- 
ital status, parental divorce, prior arrests, prior em- 
ployment, family history of psychiatric hospitalization, 
source of primary financial support, highest educa- 
tional level, history of being held back in school or 
placed in special education classes, or self-reported 
substance use during the 6 months preceding admis- 
sion to the study. Caution must be exercised in accept- 
ing a conclusion of no difference, however, because of 
the low statistical power related to the small sample 
size. 

All of the eight men who committed suicide were 
Caucasian, and at the time of admission to the study, 
none had ever been married (one subsequently mar- 
ried). Six of the eight had a high school diploma or a 
General Equivalency Diploma. 


COMMUNITY STUDY OF SUICIDE AND SCHIZOPHRENIA 


TABLE 1. Age Characteristics of Eight Male Schizophrenic Patients Who Committed Suicide and 74 Who Did Not 








Suicide Group 





Characteristic N Mean SD 
Age at admission to study 

(years) 8 19.9 2.17 
Age at first contact with mental 

health system (years) 8 16.5 1.85 
Age at first psychiatric hospital 

admission (years) 7 18.6 1.40 





Clinical Characteristics at Time of Entry Into the 
Study 


All of the patients in the long-term study met the 
criteria for one of the three admission diagnoses ac- 
cording to the screening staff. An independent psychi- 
atric resident trained in the use of the RDC then made 
the research diagnosis. Seven of the eight patients who 
definitely committed suicide were given diagnoses of 
schizophrenia; the other was given the diagnosis of 
schizoaffective disorder. The research diagnoses of the 
suicide patients did not differ significantly from those 
of the male nonsuicide comparison group. However, 
chart reviews of the suicide group revealed that, in 
addition to their high frequency of clinical diagnoses of 
schizophrenia, six of the eight patients had at some 
time (either before or after entry into the study) re- 
ceived diagnoses of affective or schizoaffective disor- 
ders. This observation suggests that patients at highest 
risk for suicide may present with mixed, ambiguous, or 
changing patterns of signs and symptoms. 

Table 2 presents data for the suicide and nonsuicide 
male patients, at the time of their entry into the study, 
on symptom and functioning variables measured dur- 
ing the initial (baseline) research assessment. Because 
of asymmetry in the data, the Mann-Whitney U test of 
median differences was used; no allowances were 
made for multiple comparisons. 

Because of inconsistencies in previous reports, the 
three standardized measures (the SCL-90-R, the BPRS, 
and the life satisfaction scale) were factor analyzed to 
provide specific results for the sample in the ongoing 
study (R.L. Brown and M.A. Test, unpublished manu- 
scripts, 1986, 1988). The suicide group reported sig- 
nificantly more symptoms and distress than the nonsui- 
cide group on the hopelessness, hostility, depression, 
obsessive-compulsive, and paranoid ideation subscales 
of the SCL-90-R. Differences on the other subscales 
were in the same direction but were not statistically 
significant. 

On the BPRS, an interviewer-rated measure, the sui- 
cide group was not rated as significantly more symp- 
tomatic than the nonsuicide group. On the life satis- 
faction scale, the subjects who later committed suicide 
generally reported less satisfaction at baseline than the 
nonsuicide comparison group, although none of the 
differences on the subscales was statistically signifi- 
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Signifi 
Nonsuicide Group (Mazin- Whitney 
N Mean SD U test) 
74 22.9 3.36 z=~-2.53, p<0.05 
72 19.3 4.66 z=—2.69, p<0.001 
55 20.6 3.14 z=~1.66, p<0.10 





cant. The differences approached significance for social 
relationships and enjoyment of life. 

Another indicator of subjective distress was number 
of days that the person felt lonely and hopeless. As 
table 2 shows, the patients who later committed sui- 
cide reported more days feeling lonely and more days 
feeling hopeless, although these differences did not 
reach significance. 

In contrast to this pattern of difference, data relevant 
to social relationships suggest that the suicide subjects 
may have been no more socially isolated at baseline 
than the average male nonsuicide subject. Specifically, 
as seen in table 2, there were no significant differences 
in number of friends and acquaintances or in number 
of days patients did not contact anyone when they felt 
lonely or hopeless. In addition, there were no signifi- 
cant differences in the percentages of suicide and non- 
suicide subjects who had at least one date, kissed 
someone, or had sex during the previous month. It 
should be noted, however, that these types of social 
and sexual interactions were rare for both groups. 

As a whole, this sample of young adults with schizo- 
phrenic diagnoses had a high level of substance use 
(16), but the results did not suggest greater use by the 
suicide group either at the time of admission or in their 
preadmission histories. For instance, at the time 
of admission, 35 (47.3%) of the 74 male nonsuicide 
group but only one (14.3%) of the seven eventual sui- 
cide patients with data on this variable reported that 
they were using alcohol, marijuana, and/or a street 
drug at least several times per week (y7=1.64, df=1, 
p>0.05, with Yates’ correction). Reviews of clinical 
records supported these data by revealing that the ma- 
jority of the patients who eventually committed suicide 
were minimal users of or abstainers from alcohol or 
street drugs. 


Clinical Characteristics Over Time 


The measures of symptoms, distress, and social re- 
lationships reported in the previous section were re- 
peated at 6-month intervals. The suicide and nonsui- 
cide groups were compared at 6, 12, 18, and 24 
months, the only times for which comparison data 
were available at the time of this writing. Because of 
shrinking sample sizes and asymmetrical data, an ex- 
ploratory analytical procedure was used for group 
comparisons. This procedure establishes an estimated 


Am J Psychiatry 147:5, May 1990 


COHEN, TEST, AND BROWN 


TABLE 2. Baseline Symptom and Functioning Scores of Eight Male Schizophrenic Patients Who Committed Suicide and 74 Who Did Not 


Suicide Group 


Measure N Median 
SCL-90-R score? 
Hopelessness 8 6.30 
Hostility 8 3.53 
Somatization 8 1.97 
Depression 8 5.89 
Paranoid ideation 8 4.51 
Phobic anxiety 8 4.26 
Anxiety 8 3.89 
Obsessive-compulsive 8 3.73 
BPRS score? 
Psychoticism 8 1.48 
Withdrawal 8 1.90 
Hostile/suspicious 8 1.74 
Anxiety/depression 8 2.66 
Activation 8 0.41 
Life satisfaction scale score? 
Patient problems 8 0.82 
Contact with opposite sex 8 2.68 
Relationships 8 1.29 
Living space 8 1.88 
Leisure activities 8 1.97 
Enjoyment of life 8 0.86 
Social activities f 8 0.96 
Lonely and hopeless feelings 
Days feeling lonely in past 
week 8 5.5 
Days feeling hopeless in past 
2 weeks 8 5.0 
Social relationships 
Number of friends 8 3.5 
Number of acquaintances 8 2.5 
Days feeling lonely and did 
not contact a friend 7 0.0 
Days feeling hopeless and 
did not contact a friend 7 1.0 


Weighted factor regression scores. 
Higher score indicates greater life satisfaction. 


95% confidence interval around group median values, 
with nonoverlapping intervals indicating a median 
group. difference significant at approximately the 5% 
alpha error level (17). 

In contrast to the pattern of differences at baseline, 
the median scores of the two groups at these later time 
points were strikingly similar. The suicide group did 
not score significantly worse than the nonsuicide group 
on any measure at any of the postbaseline periods. 
While the suicide group declined sharply in level of 
distress after baseline, the nonsuicide group main- 
tained a relatively stable profile of distress and symp- 
toms over time. In one isolated postbaseline compari- 
son, the suicide group actually reported significantly 
less distress than the comparison group, but this find- 
ing was not part of a consistent pattern across meas- 
ures, The initial decline in distress by the suicide group 
was not due simply to attrition of extreme cases, since 
an analysis using only cases with complete data pro- 
vided the same pattern of results. 

The varying lengths of time that subjects spent in the 
study before they committed suicide and the 6-month 
gap between interviews make it impossible to examine 
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Significance 
N Median (Mann-Whitney U test) 
69 2.96 z=3.27, p<0.05 
69 1.63 z=2,09, p<0.05 
69 1.76 n.s. 
69 3.52 z=2.21, p<0.05 
69 2.71 z=2.64, p<0.05 
69 2.64 n.s. 
69 2.37 n.s. 
69 2.23 z=2.50, p<0.05 
73 1.93 n.s. 
73 1.34 n.s. 
73 1.48 n.s. 
73 2.20 n.s. 
73 0.82 z=- 1.68, p<0.10 
74 0.85 ; n.s. 
74 2.70 ILs. 
74 1.84 z=—~1.91, p<0.06 
74 2.18 n.s. 
74 2.24 n.s. 
74 1.60 z=—~1.68, p<0.10 
74 1.16 n.s. 
71 2.0 n.s 
69 1.0 n.s 
74 3.0 n.s. 
73 1.0 n.s 
44 1.0 ms 
40 1.0 n.s 


directly whether there was a rise in subjective or inter- 
viewer-rated distress immediately before the suicides. 
For the subjects who were last interviewed shortly be- 
fore their deaths, however, the data tentatively suggest 
that distress does increase considerably during this pe- 
riod, especially in the areas of hopelessness and depres- 
sion. Finally, in the area of substance abuse, there con- 
tinued to be no significant differences between the 
suicide and nonsuicide groups in self-reported fre- 
quency of use; differences that were present were in the 
direction of less use by the suicide group. Chart re- 
views and interviews with staff members also failed to 
implicate substance abuse as a strong contributing fac- 
tor in any of the suicides. 


DISCUSSION 


The findings of this study are consistent with the 
literature in identifying a subgroup of persons at ex- 
treme risk for suicide, namely young adult men with 
schizophrenia or schizophrenia-related disorders. The 
current investigation indicates that this group remains 
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at serious risk even when treated in “model” commu- 
nity programs. The early age at entry into the psychi- 
atric service system of the group that eventually com- 
mitted suicide, coupled with a pattern of ambiguous or 
complex diagnostic issues, raises the possibility that 
this group constitutes a particular subtype of schizo- 
phrenic patient. The increased risk might be biologi- 
cally determined or be due to the secondary effects of 
early experiences of symptoms and stigma, or some 
combination of the two. 

The most striking findings of the study involve the 
high levels of subjective distress reported by the suicide 
group at the time they entered the study. Even though 
they were a small sample, this group’s distress was 
significantly higher than that of the nonsuicide group, 
although the baseline assessments were made an aver- 
age of 2.9 years before the suicides. This finding of 
high baseline distress is consistent with Beck et al.’s 
report (18) that patients who eventually committed 
suicide had significantly higher hopelessness scores 
than those who did not when they were assessed dur- 
ing hospitalization several years before their deaths. 

The current study extends Beck et al.’s results by 
showing that the suicide group scored high not only on 
a measure of hopelessness but also on a range of other 
self-reported symptom areas. This pattern suggests a 
pervasive experience of subjective distress for these pa- 
tients, extending to feelings of loneliness and dissatis- 
faction with social relationships. It is important to note 
that the patients who later committed suicide reported 
being more lonely and dissatisfied, but they may in fact 
have been no more isolated than the others in terms of 
number of social supports and contact with these sup- 
ports. A possible explanation for this paradox may be 
found in Beck’s theory (19) that persons at high risk 
for suicide have a negative cognitive set and thus may 
experience more distress and less hope than others un- 
der the same circumstances. 

Beck et al. (18) theorized that hopelessness experi- 
enced by the presuicidal patient is not a “‘steady state” 
but is an underlying schema that becomes salient dur- 
ing a stressful period such as acute symptom exacer- 
bation. Our multiple assessments over time provide 
support for this theory. We found that the suicide and 
nonsuicide groups were remarkably similar at post- 
baseline assessment periods because of improvements 
in the suicide group after the baseline interview. The 
marked differences occurred only at baseline, a time of 
acute psychotic symptoms for most patients in the 
study. 

Beck et al. hypothesized further from their cross- 
sectional study that the hopelessness schema is reacti- 
vated at later times of stress, most notably immediately 
before the actual suicide. As noted above, our data do 
not provide a good test of this hypothesis, but our 
exploratory findings are consistent with it. Thus, while 
distress is not stable over time, elevation of the level of 
distress at one point might predict later elevations, 
thereby predicting a greater risk of suicide over the 
long term. 
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Taking this analysis one step further, in the current 
sample, the clustering of the suicides among men in 
their early twenties may have been due to an interac- 
tion between underlying hopelessness and the demands 
of this developmental period. This period is critical 
because psychiatric symptoms have a strong tendency 
to interfere with the developmental priorities of young 
adulthood, namely identity formation, intimacy, and 
work (20). 

The risk of suicide may be especially high for men 
because schizophrenic symptoms tend to be more se- 
vere for men than for women (21) and because young 
adult men in our society often have special difficulties 
negotiating a balance between external demands and 
internal impulses. Similarly, early onset may be asso- 
ciated with higher suicide risk because symptoms and 
poor functioning during the teen years can lead to the 
development of an underlying schema of hopelessness, 
which then becomes prominent during periods of psy- 
chosis or other acute distress. 


CONCLUSIONS 


This examination of a small but well-documented 
sample of suicides among persons with schizophrenia 
or related disorders found that young men with an 
early onset of illness were at highest risk and that early 
signs of intense distress were related to later suicide, 
despite marked improvement in the interim. These ob- 
servations were made possible by the multiple repeated 
measures design, the long-term follow-along period, 
and the model treatment setting of the study. Most 
importantly, baseline measures of self-reported subjec- 
tive distress and dissatisfaction with life were consis- 
tently predictive of later suicide, while more objective 
interviewer-rated measures were not. 

In addition to the contributions to theory that we 
have discussed, these findings have important implica- 
tions for overcoming the many obstacles to predicting 
suicide risk and preventing suicide. If replicated in 
other samples and settings, the data provide for the 
identification of a subgroup at greater risk, underline 
the need for greater sensitivity to self-reported distress, 
and demonstrate the clinical importance of hopeless- 
ness, loneliness, and dissatisfaction with life. Clinical 
observations of psychotic symptoms and bizarre be- 
havior can deflect attention from suicidal intent or 
suicidal risk unless careful attention is paid to self- 
reported distress and subjective experiences of hope- 
lessness. Similarly, improvements in symptoms or 
functioning can obscure the underlying risk for indi- 
viduals who are prone to suicide during periods of 
stress or acute illness. 

In general, suicide is a difficult topic to address clin- 
ically because of the anxiety it engenders. Hopelessness 
is an especially difficult symptom because of the diffi- 
culty of responding empathically to it and because of a 
pervasive assumption that the hopelessness of schizo- 
phrenic persons is realistic and therefore not a proper 
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target of treatment. Cognitive therapy directly address- 
ing hopeless and suicidal cognitions has seldom been 
applied to patients with schizophrenic disorders (22). 
Overcoming the obstacles to effective prevention of 
suicide requires a systematic approach to assessment, 
monitoring, and intervention and an attitude of non- 
defensiveness, optimism, and hope. 


10. 
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Depressive Episodes and Dysphoria Resulting From 
Conjugal Bereavement in a Prospective Community Sample 


Martha Livingston Bruce, Ph.D., M.P.H., Kathleen Kim, M.D., M.P.H., 
Philip J. Leaf, Ph.D., and Selby Jacobs, M.D., M.P.H. 


Using three waves of interviews from the New Ha- 
ven Epidemiologic Catchment Area Program, the au- 
thors contrast the extent and nature of depressive ep- 
isodes and dysphoria between newly bereaved (N=39) 
and married (N=1,047) respondents age 45 and older. 
Bereavement greatly increased the risk of both condi- 
tions. This observation did not appear to be an artifact 
because psychosocial risk factors were similar for the 
bereaved and married groups. Bereavement increased 
the risk for a depressive episode more among respond- 
ents who reported no prior dysphoria than among 
those who did. Among those meeting criteria for de- 
pression, the bereaved reported symptoms similar to 
those of the married group except for significantly 
fewer reports of guilt. 

(Am J Psychiatry 1990; 147:608-611) 


very year, over 800,000 men and women in the 
United States experience the death of their spouse 
(1). Conjugal bereavement is considered one of the 
most stressful events of adulthood. The likelihood of 
depressive symptoms after the loss of a spouse has 
been well documented (2); indeed, depressive symp- 
toms are generally considered a normal expression of 
grief. However, the amount and nature of these symp- 
toms vary considerably (1—4). Even when the full syn- 
drome of a major depressive episode is associated with 
bereavement, it usually is not considered a mental dis- 
order according to DSM-III-R. Further, no clear con- 
sensus exists as to how to distinguish pathological grief 
from normal bereavement (2). 
The ability to differentiate severe from nonsevere 
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reactions, to estimate the prevalence of these reactions 
among the newly bereaved, and to identify risk factors 
for these reactions has been limited by methodological 
problems in previous bereavement studies. Few of 
these studies have interviewed representative samples 
of the newly bereaved (3, 5). Since most studies are 
retrospective, they do not have prebereavement assess- 
ments of mental health status and cannot examine the 
extent to which prior psychiatric history contributes to 
a person’s vulnerability to depression. In addition, the 
measures of depressive symptoms have varied across 
studies, and few studies have used standardized instru- 
ments to assess psychiatric status. 

This study attempted to clarify the variation in grief 
reactions among the newly bereaved by using longitu- 
dinal data from the New Haven Epidemiologic Catch- 
ment Area Program’s study of white respondents, age 
45 and older, without a history of depression. Using 
the subsample of respondents age 45 and older who 
were married at the beginning of the study, we 1) iden- 
tified those respondents who were bereaved during the 
1-year study period ‘the “newly” bereaved), 2) com- 
pared 1-year prevalence rates of DSM-III-defined dys- 
phoria and depressive episodes, as measured by the 
Diagnostic Interview Schedule, for the newly bereaved 
and their married counterparts, 3) tested whether a 
number of sociodemographic and psychiatric factors 
affect the likelihood of these outcomes, 4) estimated 
the duration of these episodes, and 5) compared the 
symptoms of depressive episodes among the bereaved 
and the nonbereaved. 


METHOD 


Data for these analyses were drawn from the three 
waves of interviews of the New Haven Epidemiologic 
Catchment Area sample. Beginning in July 1980, in- 
terviews were obtained from a multistage probability 
sample of 3,058 adults age 18 years and older and an 
additional oversample of 1,976 elderly respondents 
age 65 and older who were living in the 13-town re- 
gion (adult population of approximately 300,000). 
The total of 5,034 interviews represents an overall re- 
sponse rate of 77% for the first wave of the survey. 
The data collection methods used in the New Haven 
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TABLE 1. Risk of Developing Dysphoria and Depression Within the Past Year for 39 Bereaved Subjects and 1,047 Married Subjects 


Odds Ratio (bereaved versus married) 
Adjusted for Sex, Age, 





Prevalence Adjusted for Sex, Age, Household Size, and 
: Unadjusted and Household Size Past Dysphoria 
Bereaved Married or 
(N=39) (N=1,047) 95% 95% 95% 
a ere Confidence Confidence Confidence 
Disorder N % N % Ratio Interval Ratio Interval Ratio Interval 
Dysphoria 24 61.5 65 6.2 24.3% 12.1—48.9 21.8 10.2—46.5 31.5? 13.9-71.5 
Depression 12 30.8 33 3.2 13.5° 6.2~29,7 12.1 5.1-28.5 21.84 8.2-58.0 





ay2=81.49, df=1, p<0.001. 
b 272,30, df=1, p<0.001. 
©y2= 45.06, df=1, p<0.001. 
4,239.09, df=1, p<0.001. 


Epidemiologic Catchment Area Program have been de- 
scribed in greater detail elsewhere (6, 7). 
Respondents were reinterviewed twice at 6-month 
intervals. We defined newly bereaved respondents as 
those whose spouse died during the year between the 
first and third interviews. Since there were so few re- 


spondents who were widowed in younger age groups, . 


we limited our analyses to respondents who were age 
45 and older and married at the first interview. Among 
the 1,658 respondents in this group, 62 had died by the 
end of the study, 410 had dropped out of the study, 
and six were separated or divorced from their spouses. 
These analyses examine the remaining 1,180 respond- 


ents. The deceased were more likely to be men (x?=- 


13.14, df=1, p<0.001), older (t=6.08 [unequal vari- 
ance], df=69.2, p<0.001), and from smaller house- 
holds (x?=7.82, df=2, p<0.05) and to have a history 
of depressive episodes (y7=3.95, df=1, p<0.05) than 
those remaining in the study; these findings are con- 
sistent with the mortality analyses of all older members 
of the New Haven Epidemiologic Catchment Area 
Program (8). The 410 respondents who dropped out of 
the study did not differ statistically in sex, mean age, 
race, household size, or history of depressive episodes 
from those respondents who stayed in the study. 

Psychiatric status was assessed by the Diagnostic In- 
terview Schedule (DIS), a semistructured interview ad- 
ministered by lay interviewers (9). The DIS assesses the 
presence, duration, and severity of symptoms and ex- 
cludes symptoms due to physical illness or medication 
use. Computer algorithms use the data from the DIS 
to generate psychiatric diagnoses consistent with 
DSM-III. Using recency probes, we found that past 
history indicated that respondents met criteria for a 
disorder during some point in their lifetime. “Recent 
prevalence” refers to respondents meeting criteria at 
any time during the year between the first and last 
interviews. 

This report compares 1-year prevalence rates of dys- 
phoria and depressive episode between the newly be- 
reaved and married respondents at the last interview. 
Dysphoria was defined as 2 weeks or more of feeling 
“sad, blue, depressed or when you lost all interest and 
pleasure in things you usually cared about or enjoyed” 


Am J Psychiatry 147:5, May 1990 


between interview periods. Depressive episode was de- 
fined according to DSM-III’s guidelines for major de- 
pressive episode; in addition to meeting the dysphoria 
criteria, respondents also had to report symptoms in at 
least four of eight of the major depression symptom 
groups. While the DIS formally excludes depressive 
episodes associated with the death of a spouse, we 
included these episodes in order to assess the nature 
and extent of depression in the newly bereaved. 
Several sociodemographic factors (i.e., sex, age, 
race, and household size) were entered into the statis- 
tical models by using logistic regression in order to 1) 
control for variation from the population introduced 
by the sampling design and 2) test possible risk factors, 
as suggested by others (3, 4, 10~12). Logistic regres- 
sion models were also used to contrast symptoms be- 
tween the newly widowed and married groups. 


RESULTS 


Among the 1,180 men and women 45 and older 
who completed the three waves of interviews, 39 were 
widowed during the course of the study period. The 
bereaved respondents were older (mean+SD age= 
73.4£6.9 years compared to 65.29.4 years; t=7.20 
[unequal variance], df=43, p<0.001), more likely to 
be women (61.5% [N=24] versus 41.1% [N=469]; 
x’ =5.66, df=1, p<0.05), and living with fewer people 
in their household at the start of the study period 
(x7=20.93, df=2, p<0.001). None of the newly be- 
reaved were black. 

Although both the bereaved and married groups 
were equally likely to have reported a previous episode 
of dysphoria at the time of their first interview (17.9% 
[N=7] versus 23.0% [N=262]; n.s.), none of the be- 
reaved reported a prior depressive episode (compared 
to 2.9% [N=33] of the married subjects). Since all of 
the newly bereaved were nonblack and had no history 
of depressive episodes, subsequent comparisons exam- 
ined only nonblack respondents without a history of 
depression (N=1,086). 

By the third interview (table 1), the majority of the 
newly bereaved reported dysphoria, i.e., 2 weeks or 
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more of sadness during the study period. The newly 
bereaved were much more likely to report dysphoria 
than the married group. A smaller percentage of the 
newly bereaved reported an episode of depression dur- 
ing the study period; but the newly bereaved were more 
likely to report depression than the married group. 
Adjustments for sex, age, and household size reduced 
the odds ratio minimally (see table 1). Further adjust- 
ments for a history of dysphoria increased the risk of 
dysphoria and depression attributable to bereavement. 

In both the newly bereaved and married groups, 
women had a greater risk of dysphoria and depressive 
episodes. Neither age nor household size affected the 
risk for either dysphoria or depressive episodes. We 
found no statistically significant interactions between 
the effects of bereavement and any of the demographic 
factors for either dysphoria or depressive episode. 

Next, we examined whether the effects of a history 
of dysphoria on the risk of a recent (within the year) 
dysphoria or depressive episode were similar between 
the newly bereaved and their married counterparts. 
We found that a reported history of dysphoria in- 
creased the risk of recent dysphoria to the same extent 
for the two groups. In contrast, whether or not a re- 
spondent reported past dysphoria differentially af- 
fected the risk of a depressive episode for the two 
groups. Of the sample, 28.1% (N=9 of 32) of the 
bereaved and 0.7% (N=6 of 824) of the married sub- 
jects without a history of dysphoria reported a recent 
depressive episode, compared with 42.9% (N=3 of 7) 
of the bereaved and 12.1% (N=27 of 223) of the mar- 
ried subjects with a history of dysphoria. Bereavement 
posed a substantially higher risk of a depressive epi- 
sode for those men and women who did not report 
past dysphoria (unadjusted odds of 55.4, 95% confi- 
dence interval=17.1-67.3; x?=49.04, df=1, p< 
0.001) than for those who ‘did report past dysphoria 
(unadjusted, odds of 5.5, 95% confidence interval= 
1.1-26.3; x7=4.59, df= 1, p<0.05). The difference be- 
tween the odds ratios was reduced somewhat when 
they were adjusted for sex, age, and household size 
(adjusted odds of 45.2 [95% confidence interval= 
17.6~115.6] and 11.9 [2.0~70.8] eae and 
the interaction remained significant (x =3.94, df= 1, 
p<0.05). 

Although we do not have the exact date that each 
respondent lost his or her spouse, we were able to use 
the multiple waves of New Haven data to approximate 
the proximity of loss of spouse to the occurrence of a 
depressive episode. Of the 39 newly bereaved, 21 had 
lost their spouses during the first 6 months of the 
study; six of these 21 (29%) reported a depressive ep- 
isode during this same period. The depressive episode 
lasted into the second 6-month period of the study for 
only two of these six (10% of the 21 bereaved during 
the first six months) respondents. Neither of these wid- 
ows reported their depression lasting until the 2-week 
period before the final interview. At the final interview, 
the one widow (5% of the 21) reporting a current 
episode of depression had no prior depression. 
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TABLE 2. Depressed Bereaved and Married Adults Reporting 
Symptoms From Each DSM-III Depressive Symptom Group During 
the Worst Episode 


Married Bereaved 
(N=33)" (N=12) 
Symptom N % N % 
Appetite/weight 25 76 11 92 
Appetite loss 17 52 8 67 
Weight loss 9 27 4 33 
Weight gain 6 18 1 8 
Sleep disturbance 28 85 10 83 
Insomnia 27 82 9 75 
Sleep too much 4 12 1 8 
Psychomotor disturbance 21 64 8 67 
Move slowly 16 48 7 58 
Move all the time 9 27 4 33 
Loss of interest 15 45 3 25 
Fatigue 22 67 8 67 
Feelings of worthlessness/ 
guilt 15 47 1 gb 
Diminished concentration 25 76 6 50 
Trouble concentrating 22 67 5 42 
Slow thinking 18 55 6 50 
Suicidal ideation 23 72 10 83 
Thoughts of death 19 59 9 75 
Want to die 9 28 3 25 
Thought of suicide 5 16 0 0 
Attempted suicide 0 0: 0 0 





“Because of missing data, N=32 for feelings of worthlessness/guilt 
and suicidal ideation. 
x°=4.06, df=1, p<0.05 for bivariate relationship; x?=3.62, df=1, 
p<0.06 when age, sex, and household size were controlled for. 


The remaining 18 bereaved had Jost their spouses in 
the second 6 months of the study; four of these 18 
(22%) reported a depressive episode during this same 
period. Of these four respondents, three were still de- 
pressed at the time of the final interview (17% of these 
18 respondents). Only one respondent (6%) reported a 
depressive episode before the spouse’s death (in the 
first 6 months of the study), and this widow did not 
report any subsequent depression. 

We compared symptoms from each of the eight 
DSM-III depressive symptom groups for the widowed 
and married respondents who met the criteria for ma- 
jor depressive episode (table 2). There were no signifi- 
cant differences in reported neurovegetative symp- 
toms, psychomotor disturbance, or suicidal ideation. 
The only statistical difference was the lack of feelings 
of guilt or worthlessness among the bereaved. 


DISCUSSION 


These findings from the community sample of re- 
spondents in the New Haven Epidemiologic Catch- 
ment Area are consistent with other studies that report 
high prevalence rates of depressive symptoms among 
the newly bereaved. In this study almost two-thirds of 
the newly widowed reported a 2-week period or more 
of dysphoria, substantially more than their married 
counterparts. In addition, almost one-third of all 
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newly bereaved report depressive symptoms severe 
enough to have met DSM-III criteria for a major de- 
pressive episode, a figure consistent with other reports 
(1-3, 13, 14). In the present study the effects of be- 
reavement on dysphoria and depression were consis- 
tent across sex, age, and household size. 

Our comparison of specific depressive symptoms 
also confirms DSM-III and prior research (3) indicat- 
ing that the majority of subjects depressed during be- 
reavement differ from subjects with other major de- 
pressive episodes by lacking feelings of guilt or 
worthlessness. We found no apparent difference in 
psychomotor retardation. No one in the study sample 
reported ever attempting suicide. While none of the 
bereaved reported suicidal thoughts, the majority re- 
ported thoughts about death only. 

One of the advantages of using the data from the 
Epidemiologic Catchment Area Program is the prebe- 
reavement evaluation of psychiatric status. None of 
the bereaved, and few of the married respondents, in 
this subsample had experienced a prior depressive ep- 
isode. Because the lifetime rate of depressive episodes 
in our study sample was low, the absence of past epi- 
sodes among the bereaved is not surprising. The rate of 
past depression did not differ significantly between the 
bereaved and married respondents (0.0% versus 3.1%; 
x’=0.39, df=1, p=0.53). As a result, however, we are 
not able to examine the effect of past history of de- 
pression on bereavement outcomes. The data do indi- 
cate that prior history of depressive episodes cannot 
adequately explain who among the bereaved were at 
risk for a depressive response to their loss. 

We were able, however, to examine the effect of past 
history of dysphoria. While past history of dysphoria 
increased the risk of depression for both the married 
and bereaved, bereavement was a greater risk factor 
for a depressive episode for those who had not re- 
ported past dysphoria than for those who had. This 
counterintuitive result further affirms the situationally 
specific nature of the depressions of bereavement and 
suggests questions for future research. We may learn, 
for example, that past dysphoria is associated with 
anticipatory grief, although the effects of anticipated 
death on grief reactions are not yet well understood (4, 
15, 16). 

In closing, these data indicate that a substantial pro- 
portion of the newly widowed report symptoms that in 
another context would be considered a major depres- 
sive episode according to DSM-III-R. We still need to 
understand more about the short- and long-term ef- 
fects that these syndromes have on the lives of the 
newly bereaved, compared to those with more mild 
and transient reactions, in order to judge their impli- 
cations. Finally, practitioners should continue to mon- 
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itor those newly bereaved who exhibit numerous and 
prolonged depressive symptoms, including those with- 
out past histories of depressive symptoms, for other 
possible negative outcomes (17). 
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Mortality in a Group of Formerly Incarcerated 
Juvenile Delinquents 


Catherine A. Yeager, M.A., and Dorothy Otnow Lewis, M.D. 


A 7-year follow-up study of formerly incarcerated 
delinquents revealed an extremely high mortality rate. 
Of 118 male and female subjects, seven had died be- 
fore their 25th birthdays, making the mortality rate of 
the sample approximately 58 times the national aver- 
age for individuals in their age group. All died violent 
deaths, making the violent death rate of the sample 
approximately 76 times the national average for that 
age group. Differences in mortality rates according to 
the race and sex of the subjects are reported, and pos- 
sible clinical predictors of early death are explored. 

(Am J Psychiatry 1990; 147:612-614) 





l n previous articles (1—3), Lewis and Shanok re- 
ported the extremely adverse medical histories of 
samples of juvenile delinquents compared to those of 
demographically comparable nondelinquents. From 
infancy onward, delinquents suffered more serious ac- 
cidents, injuries, and illnesses than did their nondelin- 
quent counterparts. The purpose of this article is to 
report an unusually high mortality rate in a group of 
118 formerly incarcerated delinquents whose clinical 
histories have been previously described (4—6) and to 
explore possible factors that place such delinquents at 
risk for early violent death. 

At a time when the violent death rate for the total 
U.S. population is decreasing, there is a disturbing in- 
crease in the rate of violent death (i.e., homicide, sui- 
cide, and accidents) among the young (7). Whereas 
heart disease and cancer are the leading causes of death 
in the U.S. population as a whole, within the 15- to 
24-year-old age group, accidents are the most common 
cause of death (51.0/100,000), followed by homicide 
(13.9/100,000) and suicide (13.0/100,000) (8). 

Between the 1950s and the mid-1980s, there was a 
doubling of the homicide rate and a tripling of the suicide 
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rate among young people (7, 9, 10). When rates are cal- 
culated according to race and sex, the leading cause of 
death for black males under the age of 25 is homicide 
(79.6/100,000; for white males the homicide rate is 12.3/ 
100,000). For white males of the same age group, the 
leading cause of death is accidents (82.3/100,000; the 
accident rate for black males is 57.1/100,000). The sui- 
cide rate for young black males is approximately half the 
rate for young white males (11.5/100,000 versus 23.3/ 
100,000). In the aggregate, nonwhite males have the 
highest violent death rates, followed by white males, 
white females, and nonwhite females (8). 

Mortality statistics for adolescents and young adults 
reflect general trends. The question remains whether 
there are subgroups within the adolescent population 
who are at especially high risk for early violent death 
and who contribute inordinately to the rising mortality 
rates in this age group. This article focuses on one 
subgroup of young people, former seriously delinquent 
juveniles. 


METHOD 


Our sample consisted of 118 juveniles (97 males and 
21 females) who were incarcerated during the late 
1970s in the only correctional school in Connecticut. 
Their mean+SD age at the time of incarceration was 
15.25+1 years. When incarcerated, they received com- 
prehensive psychiatric, neurological, and psychoedu- 
cational evaluations as part of a study documenting 
the neuropsychiatric, psychoeducational, and family 
characteristics of incarcerated delinquents (4). 

Approximately 7 years after the original study, at- 
tempts were made to locate all of the subjects for a 
follow-up study. In the course of trying to locate these 
subjects, we checked death certificates from the state in 
which the subjects resided when they were incarcer- 
ated as juveniles. Information regarding the subjects’ 
deaths was also gathered from friends and relatives 
and occasionally from newspaper reports. Because we 
were unable to obtain access to a national database of 
death certificate information, we could not be certain 
of the status of seven subjects who had moved out of 
the state. As a result, our findings may be an underes- 
timate of the actual death rate for this group of former 
delinquents. 
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TABLE 1. Demographic Characteristics, Causes of Death, and Violence Ratings of Seven Formerly Incarcerated Juvenile Delinquents 


Violence Rating 
in Adolescence 


Subject Race Sex Cause of Death Age at Death (scale of 0—4) 

1 Black Male Stabbed in jail by inmate 23 4 

2 Black Male Collision between bicycle 16 4 

and automobile 

3 Hispanic Male Shot by police 15 3 

4 Hispanic Male Acetaminophen overdose 21 3 

5 White Male Suicide by hanging 24 1 

6 White Male Motorcycle accident 21 3 

7 White Female Cocaine overdose 21 3 
RESULTS sive, violent upbringing) would distinguish the subjects 


Of the 118 subjects, we found that six males and one 
female had died before their 25th birthdays, making 
the mortality rate of our sample of formerly incarcer- 
ated delinquents seven of 118, or 5,932/100,000. This 
was 58 times the national mortality rate for 15- to 
24-year-olds (i.e., 101.6/100,000) (8). 

As can be seen in table 1, all who died met violent 
ends, making the violent death rate of our sample syn- 


onymous with its overall mortality rate. Thus, the violent . 


death rate in our group (5,932/100,000) was 76 times 
the violent death rate of individuals 15—24 years of age in 
the general population (i.e., 77.9/100,000) (8). 

When the mortality rate of our sample was broken 
down in terms of sex and race, we found that the rate 
for nonwhite male subjects was 37 times the national 
average for nonwhite males of that age group (i.e., 
6,557/100,000 versus 178/100,000 [8]). The mortality 
rate for white male subjects was 38 times the national 
average for young white males (i.e., 5,556/100,000 
versus 145/100,000 [8]). Thus, both white and minor- 
ity males were at extraordinary risk for violent death 
in comparison with their nondelinquent peers. 

Only one of the 21 females, a white subject, was 
dead at the time of follow-up, making the female mor- 
tality rate of our sample 4,762/100,000; the rate for 
females in the general population is 52/100,000 (8). 
Although it would be imprudent to infer, solely on the 
basis of the one girl who died, that female delinquents 
are at great risk for early death, it should be mentioned 
that another young woman, also a white subject, had 
contracted acquired immune deficiency syndrome 
(AIDS) from prostitution and/or chronic intravenous 
drug use and was near death at the time of this study. 
Had this subject been included in our calculations, the 
mortality rate of the delinquent females would have 
been 9,524/100,000, making the female delinquent 
mortality rate the highest for all subjects. 

In our previous studies (11, 12), certain constella- 
tions of biopsychosocial variables distinguished young- 
sters who went on to commit violent offenses from 
those who did not. We wondered whether the same 
kinds of vulnerabilities that distinguished violent from 
less violent subjects (i.e., psychotic symptoms, neuro- 
logical impairment, cognitive dysfunction, and an abu- 
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who died young, and by violent means, from those 
who survived. Such was not the case. None of these 
variables, alone or in combination, significantly distin- 
guished the dead subjects from the rest of the group. 

Did previous suicide attempts distinguish the seven 
subjects who died from the other subjects? Of the 
seven dead subjects, none of the males had attempted 
suicide in adolescence. The female subject who died 
had attempted suicide; however, so had the majority 
(N=17, 81%) of the female delinquents. Thus, in this 
delinquent sample, previous suicide attempts, in most 
cases, were not harbingers of early death. 

Did degree of violence distinguish the youngsters who 
were at highest risk? In our previous study (4), the sub- 
jects’ aggressive behaviors had been rated on a violence 
scale from 1 to 4 in order of increasing severity. As can be 
seen in table 1, all but one of the dead subjects received 
ratings of 3 or 4 and so were among the more violent 
delinquents; however, the majority of the delinquents 
had received violence ratings of 3 or 4. Thus, degree of 
violence was not an accurate predictor of early death, at 
least among these already incarcerated delinquents. 

We wondered whether parental mental illness, as 
reflected in previous parental psychiatric hospitaliza- 
tions, had placed the dead subjects at higher risk for 
early death than the rest of the group of delinquents. 
Of the seven dead subjects, two (29%) had a parent 
who had a psychiatric hospitalization; of the remain- 
ing 111 subjects, 28 (25%) had at least one parent who 
had had a psychiatric hospitalization. Thus, docu- 
mented serious psychopathology in a parent did not 
differentiate the groups. 

It should be noted that two (29%) of the seven dead 
subjects had experienced the death of a parent before 
they were incarcerated; in contrast, 10 (9%) of the 
remaining 111 subjects had had this experience 
(p=0.126, Fisher’s exact test). The two youngsters 
who had lost a parent were among the three subjects 
who committed suicide. 


DISCUSSION 


Were there any early indicators that might have re- 
vealed which delinquent youngsters were at greatest 
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risk for premature death? In only one case had there 
been a clear predictor—an actual suicide attempt that 
should have alerted caretakers. Two of the three sub- 
jects who committed suicide had had a parent who 
died, a finding consistent with the literature on adoles- 
cent suicide (13—15) and one that might have served as 
a warning. Both of the youngsters who were murdered 
were extremely paranoid and had been shot at in the 
past. Should these characteristics have singled them 
out as especially vulnerable? The two accident victims 
had substantial neurological impairment; both were 
microcephalic, had a multiplicity of soft neurological 
signs, and were described as extremely impulsive. 
Might this clinical picture have been used as a predic- 
tor of accidental death? In short, would an earlier rec- 
ognition of these potentially important indicators have 
enabled caretakers to identify and given special atten- 
tion to those delinquents who were at highest risk for 
early violent death? 

Further examination of the records of the entire sam- 
ple showed that similar proportions of living subjects had 
comparable histories of suicide attempts, early parental 
loss, paranoid symptoms, and neurological impairment. 
Most were considered impulsive and violent; in fact, 
many youngsters had been shot at, stabbed, and other- 
wise attacked before their incarceration as juveniles. We 
were unable to extract from our rich clinical database 
any factors that clearly distinguished the dead youngsters 
from the delinquents who survived into adulthood. 
These findings are consistent with those of Marohn et al. 
(16); they too were unable to find readily identifiable 
predictors of early death among psychiatrically hospital- 
ized antisocial adolescents. 

If our sample of Connecticut juveniles is repre- 
sentative of the incarcerated delinquent population in 
the United States—and from our own work with de- 
linquent youth in other states (17-19) and the work of 
others (16, 20), we have reason to believe it is—then 
we have to conclude that all seriously delinquent ado- 
lescents, black and white, male and female, are at ex- 
tremely high risk for early violent death. The finding 
that within our sample, violent behaviors were not sta- 
tistically associated with early violent death flies in the 
face of common sense. Because the majority of these 
incarcerated delinquents were so aggressive, and only 
seven had died by the time of follow-up, it is likely that 
differences in degree of violence were not yet reflected 
in the mortality rates. We suspect that as this sample is 
followed over time, the effects of especially violent life 
styles on mortality will become evident. 

At this time, however, we are unable to find any 
clear predictors of early death in our incarcerated de- 
linquent sample. Therefore, we believe that all seri- 
ously delinquent youths should be considered to be at 
special risk. Furthermore, it is very likely that the in- 
ordinately high violent death rate for adolescents and 
young adults in the United States is influenced dispro- 
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portionately by the high mortality rate of seriously de- 
linquent juveniles. 
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Addition of Lithium Carbonate to Carbamazepine: 
Hematological and Thyroid Effects 


Keith G. Kramlinger, M.D., and Robert M. Post, M.D. 


In view of the increasing use of lithium-carbamaze- 
pine combination therapy for refractory psychiatric 
disorders, the authors assessed the clinical laboratory 
effects of adding lithium to carbamazepine in 23 pa- 
tients with affective disorders. Lithium produced a ro- 
bust reversal of carbamazepine-induced leukopenia, 
increasing WBCs, predominantly neutrophils, to levels 
significantly above placebo baseline values. The com- 
bination produced additive antithyroida! effects, re- 
sulting in greater decreases in T, and free T; than with 
carbamazepine alone; the addition of lithium was as- 
sociated with the emergence of a modestly higher TSH 
level. The authors discuss clinical and theoretical im- 
plications of these findings. 

(Am J Psychiatry 1990; 147:615—620) 





L ithium carbonate is the treatment of choice for bi- 
polar affective disorder. Carbamazepine, an anti- 
convulsant, is currently the most intensively studied 
treatment alternative to lithium, particularly for lithium- 
resistant bipolar disorder (1-4). The two drugs show a 
similar spectrum of clinical efficacy in the treatment of 
acute mania and prophylaxis against recurrent affective 
episodes; to a lesser extent, each drug used alone may be 
effective in the treatment of acute depression. 

Clinical efficacy of the combined use of carbamaze- 
pine and lithium, in instances when each drug used 
alone was ineffective, has been reported in the treat- 
ment of acute mania and acute depression and in the 
prophylaxis against recurrent affective episodes (for re- 
views see references 5 and 6). Despite infrequent re- 
ports of neurotoxicity associated with the carbamaze- 
pine-lithium combination, the majority of reports in 
the literature suggest that this combination is safe and 
well tolerated (7). 

When used alone, lithium and carbamazepine exert 
effects on physiologic systems that may be reflected in 
several clinical laboratory measures, including hema- 
tological and thyroid indices. For example, lithium 
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commonly induces a relative leukocytosis (8), whereas 
carbamazepine consistently decreases leukocytes (9, 
10). Also, lithium is associated with a notable (7%— 
8%) incidence of hypothyroidism (11, 12), whereas 
carbamazepine is not (13); although these drugs re- 
duce peripheral thyroid hormone levels to similar de- 
grees, lithium treatment is associated with increases of 
thyroid-stimulating hormone (TSH) levels (14) but 
carbamazepine is not (13). 

In view of these known and sometimes opposite clin- 
ical laboratory effects of lithium and carbamazepine 
when used alone and the increasing use of these two 
agents in combination in treatment-resistant patients, 
we investigated the effects of adding lithium carbonate 
to carbamazepine on hematological measures and thy- 
roid indices. 


METHOD 


The patients met the DSM-III criteria for major af- 
fective disorder and gave oral and written informed 
consent for a clinical trial of carbamazepine and asso- 
ciated research procedures. A thorough neurological 
history and examination and a pretreatment EEG 
helped rule out the presence of a seizure disorder or 
related medical condition. 

After a placebo period, treatment with carbamaze- 
pine was initiated on a double-blind basis at a dose of 
200-400 mg/day and slowly increased until clinical 
response occurred, side effects supervened, or a dose 
limit of 1600 mg/day was achieved. Plasma levels were 


` generally between 4 and 12 pg/ml, but after initial 


findings indicated a poor relationship between blood 
levels and clinical response (15), blood levels were not 
used as a major determinant of dose adjustment. After 
chronic treatment for an acute episode, 15 depressed 
patients and seven manic patients with inadequate 
clinical responses to carbamazepine or no response 
were given lithium carbonate, also on a blind basis, at 
doses of 300—600 mg/day, and each patient’s dose was 
slowly increased until clinical response occurred, side 
effects supervened, or a maximum plasma lithium level 
of 1.2 megq/liter was attained. As discussed in detail 
elsewhere (5, 6), eight of the 15 depressed patients and 
six of the seven manic patients who had had inade- 
quate responses to carbamazepine alone improved af- 
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ter the addition of lithium. We also included one eu- 
thymic patient who experienced occasional 1—2-day 
periods of hypomania while receiving carbamazepine 
only, bringing to 23 the total number of patients stud- 
ied. There were 17 women and six men in the study, 
and their mean+SD age was 40.0+12.7 years (range, 
20-60). Twenty-one patients had bipolar disorders (17 
bipolar I and four bipolar II) and two had unipolar 
disorders. 

The duration of carbamazepine treatment before 
lithium supplementation ranged from 11 to 343 days; 
the median was 39 days, and the mean+SD was 67+ 
83 days. During the last week of carbamazepine mono- 
therapy, the mean+SD carbamazepine dose was 
1022+370 mg/day ( R 300-1600); the blood level 
was 8.8+2.5 pg/ml (range, 3.1~12.4) at this time and 
did not change significantly during lithium supplemen- 
tation. During the first week of combination treat- 
ment, the lithium dose was 809+310 mg/day (range, 
171-1543) and the plasma lithium level was 0.61+ 
0.22 meq/liter (range, 0.1—-1.1). Between the first and 
second weeks of combination treatment there were sig- 
nificant increases in both lithium dose (976+323 mg/ 
day) (t=5.01, df=22, p<0.0001) and blood level 
(0.78+0.29 meg/liter) (t=4.54, df=19, p<0.0002), 
and these increases persisted for the duration of the 
study. 

Four patients were treated with additional medica- 
tions during portions of the carbamazepine treatment 
period; three patients received thyroid supplementa- 
tion and one patient received thioridazine for psycho- 
sis. The concurrent thyroid medications did not pro- 
duce adequate responses and were discontinued in two 
of the three cases before lithium supplementation; the 
remaining patient continued to receive thyroxine for 
the duration of the study period. These three patients 
were excluded from the analysis of medication effect 
on thyroid function. One postmenopausal patient re- 
ceived replacement estrogen treatment for the duration 
of her hospitalization. 

Blood samples were obtained at approximately 
weekly intervals during the placebo period, carba- 
mazepine monotherapy, and carbamazepine-lithium 
combination therapy for CBCs, WBC differential 
counts, and measurement of T,, free T4, T3, and TSH. 
Values were determined by means of radioimmunoas- 
say for Ta} T3, and TSH, by equilibrium dialysis for 
free T4, and by atomic absorption spectrophotometry 
for lithium. Plasma carbamazepine levels were deter- 
mined by means of radioenzymatic assay or high-per- 
formance liquid chromatography. 

The data were analyzed with paired t tests in the 
comparisons of values in the placebo, carbamazepine, 
and carbamazepine-lithium periods. To conservatively 
assess medication effects and facilitate the presentation 
of data on these multiple clinical laboratory measures, 
means of values from the final 3 weeks of carbamaze- 
pine monotherapy and from the first 3 weeks of car- 
bamazepine-lithium therapy were also used in statisti- 
cal analyses. When comparing the values of the various 
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subgroups (e.g., responders and nonresponders, de- 
pressed and manic), group t tests were employed. Cor- 
relations between changes in hematological indices 
and lithium dose and blood level were determined by 
means of Pearson’s correlations. 


RESULTS 


The mean total WBC count during the final 3 weeks of 
carbamazepine monotherapy was significantly lower. 
than the value during the placebo baseline period 
(t=2.51, df=19, p<0.03). The lymphocyte count was 
also significantly lower (t=3.50, df=16, p<0.003), anda 
trend toward fewer neutrophils was observed (t=2.04, 
df=16, p<0.06). The numbers of eosinophils, basophils, 
and monocytes were not significantly altered by carba- 
mazepine. Comparison of the WBC differential counts 
revealed no significant differences. 

Lithium not only reversed the WBC suppression 
caused by carbamazepine, but also increased the values 
above those before treatment. Compared with the 
mean value for the last 3 weeks of carbamazepine 
monotherapy, the mean total WBC count for the first 
3 weeks of carbamazepine-lithium combination ther- 
apy was significantly higher (t=—5.83, df=21, p< 
0.0002). Increases in numbers of neutrophils (t= 
—4.65, df=19, p<0.0002) and eosinophils (t=—2.83, 
df=19, p<0.02) were observed after the addition of 
lithium; the numbers of basophils, monocytes, and 
lymphocytes were not significantly affected. WBC dif- 
ferential counts during lithium potentiation revealed 
an increase in the percentage of neutrophils (t=—3.60, 
df=19, p<0.002) and reductions in the percentages of 
lymphocytes (t=3.42, df=19, p<0.003) and mono- 
cytes (t=2.38, df=19, p<0.03), reflecting the robust 
and predominant increase in neutrophil numbers. Nei- 
ther lithium dose nor plasma level was significantly 
correlated with degree of change in total WBC or neu- 
trophil count. 

As illustrated in figure 1, there was a progressive 
increase in total WBC count during lithium treatment, 
such that by the third week of combination treatment, 
the total WBC count (9.2+2.8X 1000 cells/mm?) was 
significantly higher than at placebo baseline (7.942.5) 
(t=2.92, df=18, p<0.01). This increase in WBC count 
was attributable to an increase in neutrophils (figure 2) 
(t=2.47, df=16, p<0.05). 

The mean platelet counts for the last 3 weeks of 
carbamazepine monotherapy and the first 3 weeks of 
carbamazepine-lithium combination treatment were 
not significantly different from the value at placebo 
baseline. However, the platelet count during the third 
week of lithium potentiation (367+88/mm7”) was sig- 
nificantly higher than the mean for the final 3 weeks of 
carbamazepine monotherapy (325+95/mm? ) (t=2.68, 
df=20, p<0.05) (see figure 1). This increase was not 
correlated with either lithium dose or plasma level. 
The RBC counts were not significantly changed. from 
the placebo baseline value during the carbamazepine 
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FIGURE 1. Mean Values for Hematological Indices During Lithium 
Potentiation of Carbamazepine in 23 Patients With Affective Disor- 
ders 
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“Significant differences: placebo versus week ~1 (t=4.67, df=16, 
p<0.001); mean of values for last 3 weeks of carbamazepine versus 
week 1 (t=3.59, df=20, p<0.01), week 2 (t=5.54, df=20, 
p<0.001), and week 3 (t=4.97, df=20, p<0.001). 

>Significant difference: mean for last 3 weeks of carbamazepine 
treatment versus week 3 (t=2.68, df=20, p<0.05). 


monotherapy and carbamazepine-lithium combination 
treatment periods. 

Between baseline and the final 3 weeks of carba- 
mazepine monotherapy, there were significant reduc- 
tions in T, (t=6.23, df=10, p<0.0001), free T, 
(t=4.88, df=11, p<0.0005), and T; (t=3.07, df=10, 
p<0.01). No significant change in TSH was detected. 
During the first 3 weeks after lithium was added, there 
were further decreases in T, (t=4.20, df=15, p< 
0.0009), free T, (t=2.84, df=15, p<0.02), and T; (t= 
1.84, df=15, p<0.09). The mean TSH level during the 
first 3 weeks of carbamazepine-lithium combination 
therapy was significantly higher than the mean for the 
last 3 weeks of carbamazepine monotherapy (t= 
~3.16, df=15, p<0.007) (figure 3). Thyroid-binding 
globulin values did not differ between the placebo 
baseline, carbamazepine monotherapy, and carba- 
mazepine-lithium combination treatment periods, 


DISCUSSION 


These data indicate that the addition of lithium car- 
bonate to a stable carbamazepine regimen is associated 
with several significant clinical laboratory effects in- 
volving hematological and thyroid indices. 

Carbamazepine monotherapy was associated with 
significant reductions in total WBC, neutrophil, and 
lymphocyte counts, which is consistent with previous 
reports (9, 10, 16). The addition of lithium carbonate 
to carbamazepine was associated with robust increases 
in total WBC count, total neutrophil count, and per- 
centage of neutrophils over those in the final weeks of 
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FIGURE 2. Mean Values for Differential WBC Counts During Lithium 
Potentiation of Carbamazepine in 23 Patients With Affective Disor- 
ders 
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“Significant differences: mean for last 3 weeks of carbamazepine 
versus week 2 (t=2.91, df=18, p<0.01) and week 3 (t=2.81, 
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carbamazepine monotherapy. These results are consis- 
tent with previous reports of a relative leukocytosis 
characterized by neutrophilia during treatment with 
lithium alone (8}. Our results are similar to those of 
others (16-18) who have observed a lithium-induced 
neutrophilic leukocytosis during carbamazepine-lith- 
ium combination treatment. 

Furthermore, we found that the total WBC and neu- 
trophil counts during carbamazepine-lithium combi- 
nation treatment were higher than during the baseline 
placebo period, as did Joffe (16). Mastrosimone et al. 
(17) found that lithium supplementation returned the 
WBC counts to precarbamazepine levels. Brewerton 
(18) found that one patient’s WBC counts during 
combined carbamazepine-lithium combination ther- 
apy were intermediate between those during treatment 
with carbamazepine alone and lithium alone; values 
during a medication-free period were not reported. 
Our observations imply that carbamazepine does not 
interfere with, or at most only partially suppresses, the 
mechanism by which lithium induces an increase in 
neutrophils. 

Carbamazepine-induced decreases in WBC ccunt 
occur through inhibition of granulocyte-macrophage 
stem cells (19). Lithium is thought to increase the WBC 
count (i.e., the neutrophil count) largely by increasing 
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FIGURE 3. Mean Values for Thyroid Indices During Lithium Poten- 
tiation of Carbamazepine in 20 Patients With Affective Disorders 
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0.01). . 


granulocyte production rather than by redistributing 
granulocytes (20—22), probably directly through pluri- 
potent stem cell stimulation (23—27) and/or enhanced 
production of colony-stimulating factor (28, 29). 

The platelet count in our study did not vary signif- 
icantly between the carbamazepine and placebo peri- 
ods, a finding similar to those in previous reports (10). 
The addition of lithium carbonate to stable carba- 
mazepine treatment was associated with a significant 
increase in platelet count by the third week of combi- 
nation treatment. This effect has been reported for lith- 
ium when used alone (30) and confirms a recent report 
(16) of similar results in carbamazepine-treated pa- 
tients undergoing lithium carbonate augmentation 
therapy. The mechanism for this effect may be in- 
creased bone marrow platelet production (31) through 
either direct stimulation of megakaryocytic stem cells 
and/or enhancement of the effects of megakaryocyte- 
colony-stimulating factor (25). Although clinically car- 
bamazepine does not appear to have significant con- 
sistent effects on number of circulating platelets, in 
culture carbamazepine inhibits megakaryocyte progen- 
itor (CFU-Meg) stem cells, an effect reversed by lith- 
ium at doses known to stimulate bone marrow func- 
tion (19). 

From the clinical perspective, these data suggest the 
utility of adding lithium to carbamazepine in cases of 
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isolated low WBC count. However, this would appear 
worth considering only when the values for other he- 
matological indices (such as RBC count) are within 
normal limits and there is no evidence of a more gen- 
eralized idiosyncratic response, such as aplastic anemia 
or systemic toxicity. Lithium does not stimulate the red 
cell series, and carbamazepine should be discontinued 
immediately if systemic toxicity is apparent. 

In our study carbamazepine monotherapy was asso- 
ciated with significant reductions from baseline in T4, 
free T4, and T; but no significant alterations in either 
TSH or thyroid-binding globulin; these findings are 
consistent with previous reports (13). The addition of 
lithium carbonate to carbamazepine was associated 
with a further significant decrease in T, and free T4 
(with a similar trend for T,), while the TSH level in- 
creased significantly. These results are consistent with 
previous reports of lithium’s effects on thyroid func- 
tion when lithium is used alone (32). Thus, the effects 
on thyroid function of lithium carbonate and carba- 
mazepine appear to be additive and to occur by means 
of different mechanisms. 

Carbamazepine’s effects on peripheral thyroid hor- 
mone levels can be at least partially explained by en- 
hanced peripheral metabolism of thyroid hormones 
(33, 34), although central effects cannot be ruled out 
(35). Direct effects of carbamazepine on thyroid gland 
and on carrier proteins have been excluded (33). Stim- 
ulation of liver microsomal enzymes may explain this 
effect (36) and has been proposed as a mechanism for 
the enhanced clearance and conversion of T, to T 
during short-term phenytoin administration (37). Car- 
bamazepine stimulates liver microsomal enzymes (38), 
and specific T, deiodinating enzymes have been dem- 
onstrated in vitro in the rat liver microsomal fraction 
(39, 40). 

Lithium affects thyroid physiology at several differ- 
ent levels. Lithium inhibits release of thyroid hormones. 
from the thyroid gland (32, 41, 42), and this is prob- 
ably the major thyroidal effect of lithium. Other pos- 
sible mechanisms include decreases in TSH-induced 
cyclic adenosine monophosphate (43, 44) and inhibi- 
tion of the coupling of mono- and diiodotyrosines 
(45). 

Thus, the additive effect on thyroid function of car- 
bamazepine-lithium combination treatment, resulting 
in a further decline of peripheral thyroid hormones 
and an increase of TSH, is not surprising, since each 
drug appears to act at different points in thyroid hor- 
mone physiology and metabolism and in similar direc- 
tions. However, we have observed that TSH increases 
during combination treatment are intermediate be- 
tween those during treatment with carbamazepine 
alone and lithium alone (Post et al., unpublished ob- 
servations), despite more robust decreases in periph- 
eral thyroid hormone concentrations with combina- 
tion treatment, thus suggesting that the regulation of 
TSH release does not solely depend on peripheral thy- 
roid hormone concentrations. 

While the antithyroid effects of carbamazepine can 
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be largely ignored clinically in view of the infrequent 
occurrence of carbamazepine-associated hypothyroid- 
ism and the evidence that larger decreases in T, and 
free T, are associated with better acute antidepressant 
response (13), the effects of lithium have to be consid- 
ered during combination treatment. Thyroid hormone 
replacement may be necessary with the use of lithium 
because of its associated elevations in TSH. However, 
even though the decreases in hormone levels appear 
additive, the elevations in TSH appear consistent with 
the effects of lithium alone, and this should be consid- 
ered in relationship to possible thyroid hormone re- 
placement during combination treatment. 

In no instance in this study did carbamazepine prevent 
lithium’s known effects on WBC count, platelet count, or 
thyroid function from becoming manifest. Furthermore, 
the fact that the total WBC and neutrophil counts in the 
third week of combination treatment were significantly 
higher than during the placebo period suggests, but does 
not prove, that carbamazepine does not interfere with the 
mechanism by which these effects of lithium occur. Thus, 
these clinical laboratory effects of adding lithium carbon- 
ate to carbamazepine appear to be additive, and the ef- 
fects of lithium appear to supersede the effects of carba- 
mazepine on WBC count and TSH level. This is also 
clearly the case for lithium-induced diabetes insipidus, 
where the effects of carbamazepine at or near the vaso- 
pressin receptor are insufficient to overcome the effects 
of lithium, which occur beyond the receptor, at the level 
of adenylate cyclase. The basic mechanisms underlying 
each clinical laboratory effect have been partially elu- 
cidated but require further study to identify precise 
pathophysiology. 

From the clinical standpoint, the data support the 
possible clinical utility of adding lithium to carbamaze- 
pine for patients with WBC counts at or below the 
normal limit as long as other hematological values are 
within normal limits and not indicative of an idiosyn- 
cratic reaction. Whether lithium would also be effec- 
tive in reversing the rare, idiosyncratic cases of car- 
bamazepine-induced agranulocytosis—as suggested by 
others (46)—is unknown, but caution must be used 
before relying on this possibility (47). 

Lithium potentiation of carbamazepine may be clin- 
ically effective (6, 7) and warranted in some patients. 
- This carbamazepine-lithium combination appears to 
be generally well tolerated clinically in spite of occa- 
sional reports of neurotoxicity. Knowledge of the lab- 
oratory changes induced by this combination therapy 
is essential to adequate patient management. 
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Response to Treatment With Antidepressants 
of Patients With Severe or Moderate Nonpsychotic Depression 
and of Patients With Psychotic Depression 


James H. Kocsis, M.D., Jack L. Croughan, M.D., 
Martin M. Katz, Ph.D., Thomas P. Butler, M.D., Steven Secunda, M.D., 
Charles L. Bowden, M.D., and John M. Davis, M.D. 


Hospitalized patients were divided into nonpsy- 
chotic severely depressed (N= 53), nonpsychotic mod- 
erately depressed (N=54), and psychotic depressed 
(N=25) groups and treated with either imipramine or 
amitriptyline, up to 250 mg/day, for 4 weeks. Good 
response occurred in 39% of the 38 severely depressed, 
67% of the 49 moderately depressed, and 32% of the 
19 psychotic depressed patients who completed treat- 
ment. The response of the patients with nonpsychotic 
severe depression did not differ significantly from the 
response of those with psychotic depression, and both 
groups fared worse than the group with nonpsychotic 
moderate depression. 

(Am J Psychiatry 1990; 147:621-624) 


eports of relatively poor response to treatment 
with tricyclic antidepressants (1, 2) have led to 
the widespread clinical practice in psychiatric inpatient 
settings of treating psychotic unipolar major depres- 
sion with ECT or with a combination of tricyclics and 
antipsychotic drugs. It is not entirely clear whether the 
poor response to tricyclics of patients with psychotic 
major depression is a function of some qualitative dif- 
ference associated with the psychotic state or of a more 
general refractoriness to treatment associated with 
more severe symptoms of depression (1, 3). Resolution 
of this issue has important implications for treatment 
selection. If severity alone accounts for poor response 
to treatment with tricyclics, then nonpsychotic severe 
major depression, which is operationally defined in the 
mood disorders section of DSM-III-R, might also re- 
quire alternatives to treatment with tricyclics alone. 
This report is based on results of reanalysis of treat- 
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ment response data from the National Institute of 
Mental Health (NIMH) Clinical Research Branch Col- 
laborative Program on the Psychobiology of Depres- 
sion. The depressed sample contained a large number 
of patients who had major depression without psy- 
chotic features. Thus, we were able to divide this group 
into severely depressed and moderately depressed sub- 
groups. Response to tricyclic antidepressants could 
then be examined on the basis of severity of illness 
unconfounded by presence or absence of psychosis and 
could be compared to response in a separate psychotic 
depressed group. The hypothesis was that patients 
with nonpsychotic severe depression would respond to 
tricyclics as poorly as those with psychotic depression 
and that both of these groups would respond less fa- 
vorably than the nonpsychotic moderately depressed 


group. 


METHOD 


The design and rationale of the NIMH Clinical Re- 
search Branch Collaborative Program on the Psycho- 
biology of Depression—Biological Studies have been 
described in detail (4—6). For the present study, hospi- 
talized patients with diagnoses of depression were in- 
terviewed with the Schedule for Affective Disorders 
and Schizophrenia (SADS) (7) and were included if 
they met the Research Diagnostic Criteria (8) for ma- 
jor depressive disorder. Patients with unipolar depres- 
sion, if they were under the age of 35, had to have had 
at least one prior depressive episode; if they were over 
age 35, no prior episodes were required. Patients who 
fulfilled criteria for schizoaffective disorders were ex- 
cluded. This study was conducted in six U.S. hospital 
centers (see Acknowledgment). A total of 85 unipolar 
patients (39 male, 46 female) and 47 bipolar patients 
(31 male, 16 female) were studied. 

Diagnosis of the psychotic subtype was derived from 
the SADS interview plus two SADS-C (9) interviews 
done by research psychiatrists during the first 2 weeks 
of the patients’ hospitalizations but before initiation of 
antidepressant medication. Thus, any depressed pa- 
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tient rated as having definite delusions and/or halluci- 
nations at the time of the initial interview or as having 
possible delusions and/or hallucinations on the SADS, 
which were confirmed as definite by the subsequent 
SADS-C interviews, was included in the psychotic de- 
pressed group. 

Training procedures for clinicians in the collaborat- 
ing centers were held to establish and maintain inter- 
rater reliability. A method based on videotape record- 
ings of brief interviews with a sample of representative 
patients was developed, and a cross-center reliability 
study was conducted. The kappa coefficients of the 
paired average ratings on the SADS of presence or ab- 
sence of critical symptoms of depression such as delu- 
sions ranged from 0.63 to 0.92. 

Severity of depressive illness was measured before 
and after treatment with tricyclics by means of the 
Hamilton Rating Scale for Depression (10) total score 
and the SADS-C global assessment scale. Assignment 
to the nonpsychotic severely depressed group or the 
nonpsychotic moderately depressed group was done 
according to a median split of the patients’ day 10 
Hamilton total scores (median score=26 for the non- 
psychotic patients). 

Ratings were made by research psychiatrists at the 
end of 4 weeks of treatment to determine treatment 
outcome. Hamilton depression scale and global assess- 
ment scale ratings were based on live interviews, while 
clinical global improvement and clinical global severity 
ratings were based on videotaped interviews (11). Pa- 
tients were categorized as good responders, poor re- 
sponders, or indeterminate responders on the basis of 
an algorithm derived from the four scales. The specific 
details have been published (4). 

Days 1-14 of hospitalization constituted a drug-free 
placebo baseline period. Active treatment with ami- 
triptyline or imipramine was double-blind; it was ran- 
domly assigned and began on day 15 according to the 
following schedule: days 15 and 16, 100 mg; days 17 
and 18, 150 mg; days 19 and 20, 200 mg; days 21-41, 
250 mg. Every effort was made to achieve the maxi- 
mum dose. Twelve patients (eight taking amitriptyline 
and four taking imipramine) required treatment at 
lower doses because of side effects. 

Analysis of variance was used to compare ages and 
scale scores across the three groups, and Duncan’s 
multiple range test was used for pairwise comparisons. 
Chi-square analysis was used to test for differences in 
distribution of the sexes and outcome categories. 


RESULTS 


One hundred thirty-two depressed patients were in- 
cluded in the study. Twenty-five were classified as psy- 
chotic (12 bipolar, 13 unipolar), and 107 as nonpsy- 
chotic (35 bipolar, 72 unipolar). On the basis of a 
median split of pretreatment Hamilton depression 
scores (N=107; median score=26), the nonpsychotic 
patients were divided into severely depressed (N=53; 
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13 bipolar, 40 unipolar) and moderately depressed 
(N=54; 22 bipolar, 32 unipolar) subgroups. The dis- 
tributions of the sexes and of the unipolar and bipolar 
subtypes were not significantly different among the 
three groups (severe, moderate, psychotic), although 
there was a trend toward a higher proportion of uni- 
polar patients in the severely depressed group and a 
higher proportion of bipolar patients in the moderately 
depressed group. 

The nonpsychotic severely depressed patients were 
found to be older than the other two groups. Severity 
of illness at baseline was about the same for the non- 
psychotic severely depressed and the psychotic de- 
pressed groups; it was less for the nonpsychotic mod- 
erately depressed group. One hundred six patients 
completed 4 weeks of treatment with either amitrip- 
tyline or imipramine and could be classified as good, 
poor, or indeterminate responders. Higher, but not sig- 
nificantly different, dropout rates occurred in the non- 
psychotic severely depressed and the psychotic de- 
pressed groups than in the nonpsychotic moderately 
depressed group. Response classifications did not differ 
significantly between the unipolar and bipolar sub- 
groups or between the imipramine- and amitriptyline- 
treated subjects. The results are summarized in table 1. 

Response to treatment with tricyclic antidepressants 
was significantly better for the nonpsychotic moder- 
ately depressed group. Sixty-seven percent of the 49 
moderately depressed patients who completed 4 weeks 
of treatment were found to have a good outcome, com- 
pared to 39% of the 38 severely depressed and 32% of 
the 19 psychotic patients who completed treatment. 
Posttreatment scores on the Hamilton depression scale 
and the global assessment scale indicated less pathol- 
ogy in the nonpsychotic moderately depressed group 
than in the other two groups. Pairwise group compar- 
isons revealed significant posttreatment differences 
among all groups on the Hamilton scale and for the 
psychotic group compared to the other two groups on 
the global assessment scale (see table 1). The final 
scores for the nonpsychotic severely depressed group 
were in between those of the psychotic depressed and 
nonpsychotic moderately depressed groups on both 
scales. 


DISCUSSION 


There were two primary findings in this study. First, 
the outcome of 4 weeks of treatment with standard 
tricyclic antidepressants was better in a moderately de- 
pressed group of nonpsychotic hospitalized patients 
than in a severely depressed group. Second, the out- 
come for the nonpsychotic severely depressed group 
was intermediate between that of the patients with 
psychotic depression and that of the nonpsychotic 
moderately depressed group. Good outcome, defined 
as recovery or marked improvement, occurred in 67% 
of the moderately depressed, 39% of the severely de- 


Am J Psychiatry 147:5, May 1990 


KOCSIS, CROUGHAN, KATZ, ET AL. 


TABLE 1. Response of Nonpsychotic Severely or Noten Depressed Patients and Psychotic Depressed Patients to 4 Weeks of Treat- 


ment With Tricyclic Antidepressants 


eee Mod- 











Nonpsychotic Sienificant 
Severely Depressed erately Depressed Psychotic Depressed ai Can 
Patients (S) (N=53) Patients (M) (N=54) Patients (P) (N=25) Overall Comparison RA 
Variable Mean SD N % Mean SD N % Mean SD N % F df p (p<0:05)° 
Age (years) 53 14 — — 42 14 — — 47 14 — — 8.5 2,129 0.003 S>M, S>P 
Female sex — — 26°49 ~~ — 23 43 — — B 52 — — 
Bipolar disorder — — 13 25 — — 22 41 — — 12 48 — — 
Baseline Hamilton 
depression score 33 11 — — 21 S — — 35 11 — — 65.8 2,127 0.0001 S>M,P>M 
Baseline global assess- 
ment score 35 7 — — 49 13 — — 35 15 — — 21.9 2,127 0.0001 S<M,P<M 
Dropouts — — 15 28 we — S 9 — — 6 24 — — 
Plasma drug concen- 
tration (ng/ml) 
Amitriptyline 354 132 19 — 248 93 26 — 378 184 8 — 5.6 2,50 0,006 S>M, P>M 
Imipramine 257 107 16 — 301 199 18 — 361 184 8 — 11 2,39 n.s. — 
Posttreatment Ham- 
ilton depression 
score 17 9 38 — 10 9 49 — 22 14 19 — 102 2,105 0.0001 P>S,S>M, 
P>M 
Posttreatment global 
assessment score 58 6 38 — 56 17 49 — 46 25 19 — 8.8 3,105 0.0003 M>P,S>P 
Response to drug 
Good — — 15 39 —_ — 33 67 — — 6 32 -= — 
Poor — — 10 26 — — 8 16 — — 9 47 — — 
Indeterminate — — 13 34 —- — 8 16 — — 4 21 — — 





Duncan’ s multiple range test. 
PSignificant difference i in response among the three groups (x 
psy chotic groups (X? = 
(y2= 9.8, df=2, p=0.007). 


pressed, and 32% of the psychotic depressed patients 
who completed treatment. 

Prior studies (1, 2) have clearly demonstrated a less 
favorable response of patients with psychotic unipolar 
major depression to treatment with tricyclic antide- 
pressants when compared to patients with nonpsy- 
chotic depression. The only study that has directly ad- 
dressed the contribution of psychotic state versus 
severity of illness to poor response to tricyclics is the 
Glassman et al. study (1), which divided a nonpsy- 
chotic sample on the basis of a median split of Hamil- 
ton depression scores. Nine patients scored above 27, 
and this group had a recovery rate of 56%. Twelve 
patients scored below 27, and 75% of these recovered. 
The authors interpreted this nonsignificant difference 
as evidence that psychosis rather than severity of ill- 
ness alone accounted for the poor treatment response 
in the psychotic depressed group. 

In the current study the nonpsychotic sample was 
divided according to the same method that Glassman 
et al. used, and the analysis led to different results. Our 
study suggests that nonpsychotic severely depressed 
patients respond more poorly to 4 weeks of treatment 
with standard tricyclics than do nonpsychotic moder- 
ately depressed patients. 

This article reports an analysis of data from a study 
not originally designed to address the respective treat- 
ment responses of psychotic and nonpsychotic de- 
pressed patients. Several caveats must be mentioned in 
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?=13.1, df=4, p=0.01). Nonsignificant difference in response between severe and 
+2.6, df=2, n.s.). Significant difference in response between severe and psychotic groups combined and moderate group 


considering the results. Prior reports of poor response 
to tricyclic antidepressants by patients with psychotic 
depression have focused mostly on those with unipolar 
depression. The current sample included both unipolar 
and bipolar depressed patients in the psychotic and the 
nonpsychotic groups. The small number of subjects 
did not permit meaningful analysis of the unipolar and 
bipolar subgroups separately. However, rates of good 
and poor response were equivalent in these two sub- 
groups. Thus, it appeared that nonpsychotic severely 
depressed patients and psychotic depressed patients 
with bipolar depression responded unfavorably to 
treatment with tricyclics alone. 

It should also be noted that for reasons unrelated to 
the current analysis, two different antidepressant drugs 
were used for treatment. Good, indeterminate, and 
poor responses were similar with imipramine and am- 
itriptyline, but dividing the diagnostic groups by drug 
treatment resulted in small numbers in each subgroup. 

Another important issue is that treatment with tri- 
cyclics lasted only 4 weeks. There were trends for more 
indeterminate outcomes and better posttreatment rat- 
ing scores in the nonpsychotic severely depressed 
group than in the psychotic depressed group, which 
suggests that a higher rate of good response could have 
occurred in the severely ill group if there had been a 
longer duration of treatment. Unfortunately, the de- 
sign of the current study did not include subsequent 
systematic treatments or follow-up. We do not know 
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what treatments were added or substituted after the 
unsuccessful 4 weeks of treatment with tricyclics. It is 
likely that many of these patients required ECT. Other 
possible treatments may have included longer trials of 
a tricyclic alone, addition of antipsychotic drugs or 
lithium, or other so-called “enhancing” techniques. 

Despite these methodologic concerns, the results of 
the current data analysis are presented to alert clini- 
cians to the possibility that patients with nonpsychotic 
severe major depression may respond less favorably 
than patients with nonpsychotic moderate depression 
to treatment with tricyclic antidepressants alone. Thus, 
alternative interventions may be needed in the treat- 
ment of the former group of patients. These results will 
require replication in a prospective study that uses a 
longer duration of treatment before implications be- 
come firmly accepted. 
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-= Diagnosis and Clinical Course 
of Erotomanic and Other Delusional Patients 


Marie Rudden, M.D., John Sweeney, Ph.D., and Allen Frances, M.D. 


Twenty-eight patients with erotomanic delusions 
were compared with 80 patients with other delusions 
to clarify questions about diagnosis and course of ill- 
ness in erotomania. The erotomanic patients were a 
heterogeneous group with respect to both diagnosis 
and course. They had significantly more manic symp- 
toms than the comparison group and more affective 
diagnoses than would be expected from the literature; 
25% (N=7) had schizoaffective disorder and 7% 
(N=2) had bipolar disorder. A subgroup of monode- 
lusional erotomanic patients was identified who met 
the DSM-III-R criteria for delusional disorder, thus 
supporting the decision to include erotomanic delu- 
sions in this diagnostic category in the revision of 
DSM-III. 

(Am J Psychiatry 1990; 147:625-628) 





E rotomania—the delusional belief that one is pas- 
sionately loved by another—has long been a 
symptom in search of adequate conceptualization and 
has been incorporated into diagnostic systems in many 
different ways. In the twentieth century, erotomanic 
delusions have most often been related to paranoia (1). 
For example, modern American psychiatrists, such as Ar- 
ieti (2), Hollender and Callahan (3), and Lehman (4), 
tended to classify patients with erotomanic delusions as 
having paranoia if the delusions were the only psychotic 
symptom (primary erotomania) or as having paranoid 
schizophrenia if other psychotic symptoms were present 
(secondary erotomania). Other writers have argued for a 
more heterogeneous view of patients with erotomanic 
delusions, however. Raskin and Sullivan (5) and Seeman 
(6), for instance, have pointed to cases in which the di- 
agnoses of erotomanic patients seemed to be those of 
affective or schizoaffective illnesses. 

Some writers, especially in Europe (de Clerambault 
[7], Enoch et al. [8]), diagnosed primary erotomania as 
a monodelusional disorder in its own right. In partic- 
ular, de Clerambault noted that patients with this dis- 
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order can be free of other symptoms of psychotic ill- 
ness. Because of this he argued for erotomania’s status 
as a discrete entity. Enoch et al. (8) described the out- 
comes of erotomanic patients as variable: some go on 
to develop new symptoms of an ongoing psychotic 
process, while for others the outcome seems more fa- 
vorable. Because of this heterogeneity, they proposed 
that a classification of erotomania with one group of 
psychotic illnesses cr another is premature and argued 
for the retention of de Clerambault’s syndrome as a 
nosological entity until the factors underlying this het- 
erogeneity can be clarified further. An English group 
(9) also echoed this concern. DSM-III failed altogether 
to provide guidelines for the classification of erotoma- 
nia. Strictly erotic delusions without persecutory con- 
tent were not included in the criteria for paranoia. This 
omission probably stemmed from the conception of 
erotomania as a rare entity, usually listed under exotic 
syndromes and neglected in the recent literature. 

This notion has been revised, however. Hollender 
and Callahan (3) observed that, given the number of 
patients with erotomanic delusions which they found 
in a random inquiry, it was unlikely that erotomania 
was a rare occurrence. And in our previous study of 
delusional patients (10), delusions of erotomania were 
also found to be quite frequent (they were seen in 14% 
of the delusional women in the sample). A second rea- 
son for the absence of explicit diagnostic guidelines in 
DSM-III was, perhaps, the idea that patients with ero- 
tomanic delusions could easily be given a diagnosis of 
some other psychotic disorder such as mania or schizo- 
phrenia, but this leaves the diagnoses of many primary 
erotomanic patients in question. Partly on the basis of 
our discussion of these issues in a previous article (11), 
DSM-III-R includes erotomanic delusions among the 
criteria for delusional disorder. 

Just as the literature is unresolved about the diagno- 
sis of erotomania, so too is it unclear about the course. 
Most writers generally conclude that this is a chronic 
illness, relatively refractory to treatment (2, 3, 12). 
However, notable exceptions have been mentioned by 
Raskin and Sullivan (5), Enoch et al. (8), and Seeman 
(6), who described one group of women with eroto- 
manic delusions who were chronically delusional and 
functioned at a low level but also another group of 
women with higher functioning and a less malignant 
course which resembled that of affective disorders. 
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The literature on erotomania has been characterized 
by limited research data—small studies and lack of 
systematic description, assessment, and diagnosis. To 
develop a more empirical description of patients with 
erotomanic delusions, we collected data on a group of 
28 patients with these delusions (the largest sample 
that has been reported on to date). The patients were 
given diagnoses according to DSM-IH-R criteria and 
were compared with a group of nonerotomanic delu- 
sional patients. We were particularly interested in 
studying descriptive, course, and family history varia- 
bles relevant to the validation of the diagnostic classi- 
fication of erotomanic patients. 


METHOD 


During the past 6 years, we collected data on 28 
patients with erotomanic delusions who were inpa- 
tients or outpatients under treatment at the Payne 
Whitney Clinic. Since referrals to the study were made 
only by staff members who were aware of our interest, 
the sample probably did not include every patient with 
erotomania treated in the hospital during that period. 
Nine patients were treated by us personally for varying 
lengths of time (from 1 month to 4 years). Information 
on the other patients was obtained by systematic chart 
review, videotaped interviews, and discussions with 
therapists about relevant diagnostic and treatment is- 
sues. All of the erotomanic patients were studied sys- 
tematically on a number of demographic and clinical 
course variables: age, sex, marital status, race, social 
class, and household size; presence or absence of other 
delusions, hallucinations, thought disorder, flat affect, 
or bizarre behavior; acuteness of onset of the delu- 
sional episode; presence or absence of deterioration in 
social adjustment; number of DSM-III symptoms of 
depression and of mania; diagnosis; medications used, 
compliance with treatment, and response to treatment; 
and family history of affective disorder, alcoholism, or 
schizophrenia. Six of the erotomanic patients were fol- 
lowed for up to 5 years; information from them about 
changes in symptoms or diagnoses is presented. 

The erotomanic patients were compared with a 
group of delusional patients, described previously (10), 
who had come consecutively to the Payne Whitney 
Clinic in 1980—1981 for treatment and were studied at 
that time by examination of the same variables in chart 
review. That study, beginning with 100 delusional pa- 
tients, excluded patients who had primary organic di- 
agnoses, who were older than 65, or for whom ade- 
quate information for determining diagnosis could not 
be obtained from chart review. This left a study group 
of 88 patients, 44 men and 44 women. Eight of these 
patients (six women and two men) had erotomanic 
delusions and were thus excluded from the present 
comparison group, leaving a comparison sample of 80 
delusional patients. 
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TABLE 1. Characteristics of Erotomanic Patients and Patients 
With Other Delusions 














Patients 
Erotomanic With Other 
Patients Delusions 
(N= 28) (N=80) 
Variable N % N % 
Female sex” 21 75 38 48 
Marital status 
Never married 19 68 52 65 
Married 5 18 18 23 
Divorced/widowed 4 ` 14 10 13 
Symptom 
Auditory hallucina- 
tions 11 39 33 41 
Bizarre behavior 13 46 40 50 
Thought disorder 11 39 41 S1 
Flat affect 5 18 27 34 
Deterioration in 
functioning 15 54 43 54 
Medication 
Neuroleptic 21 75 68 > 8S 
Lithium 9 32 9 11 
Antidepressant 9 32 10 13 
Family history® 
Schizophrenia 3 14 20 32 
Affective disorder 7 33 20 32 
Alcoholism 3 14 9 15 
Diagnosis 
Schizophrenia or 
schizophreniform 
disorder 12 43 46 58 
Affective disorder, 
bipolar 2 7 14 18 
Paranoid or delu- 
sional disorder 7 25 9 11 


Other (e.g., schizo- 
affective disorder) 7 25 11 14 


Significant diference between groups (x?=5.27, df=1, p<0.03). 
Significant difference between groups (x7=5.10, df=1, p<0.03). 

“Data were available for 21 erotomanic patients and 62 patients 
with other delusions; percents are based on the number of patients 
for whom data were available. 





RESULTS 


The erotomanic sample included seven men and 21 
women 18 to 63 years old (mean+SD=31.6+9,9 years). 
The delusional group contained 42 men and 38 women 
whose mean age was 31.8+10.8 years. The socioeco- 
nomic status of both groups varied widely from social 
class I to V; the mean was class III. Most of the sub- 
jects in the two groups were unmarried. The demo- 
graphics in the erotomanic group and the general de- 
lusional group differed significantly only in the 
distribution of the sexes (see table 1), There were no 
statistical differences in age, race, social class, house- 
hold size, or marital] status. 

There was diagnostic heterogeneity among the ero- 
tomanic patients (see table 1). Two patients, apart 
from having diagnoses of delusional disorder, had ad-- 
ditional diagnoses of major depression at one point 
during the course of treatment, and another had a di- 
agnosis of atypical affective disorder. 

The group of patients with erotomanic delusions 
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was similar to the larger delusional group on most 
variables besides the demographic ones, including di- 
agnosis, the presence or absence of additional symp- 
toms of psychopathology, deterioration in course, use 
of or response to somatic therapies, and compliance 
with treatment. However, the erotomanic group had a 
significantly higher number of DSM-III manic symp- 
toms (meant+tSD=3.0+2.2) than the group of delu- 
sional patients (1.9+2.2) (t=2.31, df=106, p<0.03). 
There were no significant differences in other affective 
features, such as the mean+SD number of symptoms 
of depression (erotomanic group, 2.9+1.9; delusional 
group, 2.7+2.2) or diagnosis. However, significantly 
more erotomanic patients than comparison patients 
were treated with lithium (see table 1). 

Erotomanic and comparison patients had similar 
percentages of first- or second-degree relatives with al- 
coholism and affective illness, but the erotomanic pa- 
tients had a lower percentage of relatives with schizo- 
phrenia (see table 1). 

The clinical course of the erotomanic patients was 
varied and only sometimes approximated the chroni- 
cally refractory picture described in much of the liter- 
ature. Course seemed to vary most with diagnosis: the 
schizophrenic erotomanic patients, as might be ex- 
pected, did least well in terms of chronicity, rehospi- 
talization, functional deterioration, etc. Some schizo- 
affective patients had an intermediate course, with 
occasional rehospitalizations or somewhat diminished 
social functioning. The patients with diagnoses of de- 
lusional disorder were among those with the highest 
level of functioning. Although three of these patients 
were chronically delusional for long periods (2, 10, 
and 24 years), only one ever required hospitalization, 
and she had demonstrated superior intellectual and oc- 
cupational functioning during the 23 years before her 
hospitalization, during which time she remained qui- 
etly delusional about the same man. Of the four 
women with briefer episodes of delusional disorder 
(lasting 1-6 months), three had superior occupational 
functioning, and two were free of any recurrent delu- 
sions after a 3-year follow-up period. A third had a 
1-week episode of paranoid delusions about an actual 
lover, and the fourth had a recurrent erotomanic de- 
lusion about her therapist. 


DISCUSSION 


The data produced several new findings. First, the 
erotomanic patients were a heterogeneous group with 
a variety of diagnoses that fell primarily into the cat- 
egories of delusional disorder, schizophrenia, or schizo- 
affective disorder, manic type. This finding differs from 
much of the literature, which describes erotomanic pa- 
tients as usually fitting into the first two of these diag- 
nostic categories and pays little attention to affective 
symptoms or diagnoses. In fact, however, the disorders 
of 25% of these patients had striking affective features, 
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contributing to the schizoaffective diagnoses, and 7% 
of the patients had bipolar disorder. In addition, the 
erotomanic group as a whole had more manic symp- 
toms than did the general delusional group. (This was 
accounted for by a variety of manic symptoms and not 
by hypersexuality alone.) A larger proportion of the 
erotomanic patients were also treated with lithium. A 
possibly related finding was the tendency for the ero- 
tomanic patients to have fewer first- or second-degree 
relatives with schizophrenia, although the two groups 
of patients had similar percentages of relatives with 
affective disorders. 

Further, despite the general heterogeneity in diagno- 
sis, a subgroup of patients (N=7), each of whom had 
only one delusion and no other psychotic symptoms, 
was identified. With DSM-III-R, all of these patients 
could be given diagnoses of delusional (paranoid) dis- 
order. They had a generally better clinical course than 
the other patients, with far fewer hospitalizations and 
no further accrual of symptoms over fairly long peri- 
ods of time. (This information was obtained by history 
from the three very chronically delusional women and 
by follow-up of three of the four more briefly delu- 
sional erotomanic patients.) These women’s histories 
are thus similar to the descriptions of course and de- 
gree of impairment in delusional disorder both in 
DSM-III-R and in Winokur’s 1977 study on this diag- 
nosis (13). These findings therefore seem to emphasize 
the value of the revised version of DSM-III, which 
includes erotomania as one type of delusional disorder. 

Finally, the course of illness in patients with eroto- 
manic delusions was not so uniform as much of the 
literature would suggest. While all of the patients did 
not have a chronic, refractory course, neither were 
they exactly like Seeman’s group (6), in which chro- 
nicity seemed linked to a low level of functioning but 
in which there was a subgroup of acutely ill patients 
with recurrent symptoms, a higher level of social func- 
tioning, and a better overall prognosis. In our sample, 
one of the most chronically delusional patients (a 
woman whose delusion had lasted 24 years) was 
highly successful in her profession. The women who 
had briefer periods of erotomanic delusions also func- 
tioned at a higher level, and so far only one has devel- 
oped a recurrence of erotomanic delusions after a fol- 
low-up period of several years. 

In summary, our study suggests that erotomanic 
symptoms in themselves do not predict either diagnosis 
or clinical course. We did identify a larger number of 
accompanying affective symptoms and a greater number 
of affective diagnoses, however, than have been tradi- 
tionally described for erotomanic patients. Thus, clini- 
cians might well look for these symptoms when consid- 
ering the diagnosis and treatment of a patient with 
erotomania. Our clinical study also identified a subgroup 
of erotomanic patients with an apparent monodelusional 
disorder and good prognosis. This subgroup of erotoma- 
nia seems to be best conceptualized as a type of delu- 
sional disorder. We hove that placement of erotomania 
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EROTOMANIC AND OTHER DELUSIONS 


Seeman MV: Delusional loving. Arch Gen Psychiatry 1978; 35: 


in this category, as was done in DSM-III-R, will be con- 6. 
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tinued in future diagnostic systems. 
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Reduced Dark-Adaptation: An Indication of Lithium’s 
Neuronal Action in Humans 


Hinderk M. Emrich, M.D., Josef Zihl, Ph.D., Costas Raptis, M.D., and Anna Wendl 


Although lithium plays a major role in therapy and 
prophylaxis of affective psychoses, no direct indication 
of its neuronal action in humans exists. A lithium- 
induced strong reduction of foveal dark-adaptation 
was found in healthy volunteers, and a lithium-in- 
duced reduction was also measured in patients with 
affective psychoses. Dark-adaptation measurements 
apparently offer the opportunity for in vivo monitor- 
ing of lithium’s CNS effects in humans and may predict 
lithium’s clinical efficacy. 

(Am J Psychiatry 1990; 147:629-631) 


L ithium exerts a great variety of biochemical, bio- 
physical, and pharmacological actions (1), and it 
is an open question as to which of them is therapeuti- 
cally relevant in affective illness. A great advantage 
would be gained if a clinically applicable neurobiolog- 
ical effect of lithium could be measured. Lithium in- 
duces an increase in intraneuronal calcium (2), which 
exerts a coupling between photo-bleaching of rhodop- 
sin and the generation of receptor potentials within the 
photoreceptor cells (3); on the basis of this, it has been 
hypothesized that lithium impairs visual function, es- 
pecially dark-adaptation. Results of experiments using 
the Arden ratio of electro-oculography as an indirect 
indicator of dark-adaptation were in line with this hy- 
pothesis (4, 5). 

In the present study, foveal dark-adaptation was di- 
rectly measured in normal volunteers before, during, 
and after lithium administration, as well as in lithium- 
treated patients suffering from an affective psychosis. 


METHOD 


Fifteen healthy volunteers (age range=20—44 years, 
mean+SD=27.5+8.4 years) received lithium, admin- 
istered orally, for 10—19 days. Lithium levels were ad- 
justed to therapeutic levels (range=0.4—0.8 meq/liter, 
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mean+SD=0.67+0.12 meq/liter), We also studied 30 
patients suffering from an affective or schizoaffective 
psychosis. Their DSM-III diagnoses were schizophre- 
nia, paranoid (N=1) and schizoaffective (N=9) types; 
manic disorder, recurrent episode (N=5); and bipolar 
affective disorder, manic (N=8) and depressed (N=7). 
These patients were on a continuous lithium regimen 
(lithium levels=0.4-1.1 meq/liter, mean+SD=).64+ 
0.16 meq/liter) and were studied during a symptom- 
free interval. Written informed consent was obtained 
from patients and volunteers, and the study was re- 
viewed and accepted by the ethical committee of the 
institute. 

Light- and dark-adaptation were measured with a 
Tübinger perimeter (6) by determination of the lumi- 
nance-difference thresholds in the visual field, accord- 
ing to the method of Aulhorn and Harms (7). Accord- 
ing to Shapley and Enroth-Cugell (8), photopic 
adaptation is defined as the variation in sensitivity to 
light due to an increase in background illumination, 
whereas scotopic adaptation refers to the recovery of 
sensitivity in the dark. A white test spot (diam- 
eter=116 minutes of arc) was presented foveally for 
0.5 seconds. Light difference threshold was determined 
by using the ascending method of limits (luminance 
steps=0.1 log units) at background luminance levels of 
320 cd/m? for photopic vision and 0.00032 cd/m? for 
scotopic vision. Intervals between threshold meas- 
urements were 1 minute in the photopic and 2 minutes 
in the scotopic adaptation conditions. Adaptation 
times were 10 minutes for the photopic condition and 
20 minutes for the scotopic condition. The criterion 
for light difference threshold was correct detection of 
the target in four consecutive trials. 


RESULTS 


Figure 1 gives an example of a measurement of dark- 
adaptation monitoring the time course of increase in 
scotopic foveal sensitivity in a normal proband before 
and during lithium treatment. A strong lithium-in- 
duced reduction in foveal sensitivity can be observed. 
The dark-adaptation data, documented in figure 2, re- 
veal the increases in foveal] sensitivity in volunteers and 
patients that were reached during a time course of 20 
minutes. In the 15 healthy volunteers, dark-adapration 
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LITHIUM’S EFFECT ON DARK-ADAPTATION 


FIGURE 1. Increase in Scotopic Foveal Sensitivity (Dark-Adapta- 
tion) as a Function of Time in a Healthy Volunteer Before and During 
Lithium Treatment 
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ranged from 0.50 to 0.72 log units (meant+$D=0.58+ 
0.07) before lithium administration and was reduced 
during lithium administration to 0.02 to 0.30 log units 
(mean+SD=0.15+0.08) (figure 2). After discontinua- 
tion of lithium treatment the values returned to ap- 
proximately initial levels. The difference between pre- 
lithium and lithium conditions was significant at the 
0.01 level (Wilcoxon test for paired differences, two- 
tailed). In addition, the difference between lithium and 
postlithium conditions was highly significant (p< 
0.001, Wilcoxon test, two-tailed). The analysis of vari- 
ance with repeated measures also yielded a highly sig- 
nificant difference between prelithium, lithium, and 
postlithium conditions (Wilks’s lambda=0.05, ap- 
proximate F=117.61, df=2, 13, p<0.00005). 

In contrast to these findings, light-adaptation was 
practically unchanged by lithium (data not shown). In 
the 30 patients suffering from an affective psychosis, 
the dark-adaptation values with lithium prophylaxis 
were very low, ranging from 0.02 to 0.50 log units 
(mean+SD=0.20+0.12) (figure 2). There was no sta- 
tistically significant difference between the mean dark- 
adaptation values with lithium in affectively ill patients 
and the lithium-induced values of the control subjects. 
One patient (patient 9) exhibited normal dark-adapta- 
tion and was clinically demonstrated to be a nonre- 
sponder to lithium. In similar cases (patients 10 and 
29), the prophylactic effect of lithium could not be 
evaluated because the lithium regimen had to be dis- 
continued due to side effects. Most of the patients ex- 
hibited low dark-adaptation with lithium and clini- 
cally were partial responders or responders. However, 
lithium’s prophylactic efficacy in patient 24 could not 
be evaluated because the therapeutic observation pe- 
riod was too short. 

For most of the patients, the nonlithium condition 
could not be evaluated for ethical reasons, since the 
risk of a relapse of the disorder is high after lithium 
discontinuation. However, in a subgroup of seven af- 
fectively ill patients, dark-adaptation could be meas- 
ured before and during lithium treatment. The prelith- 
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FIGURE 2. Increase in Scotopic Foveal Sensitivity (Dark-Adapta- 
tion) Within 20 Minutes in 15 Healthy Volunteers Who Were Treated 
With Lithium for 10-19 Days and in 30 Patients With Affective 
Psychoses Who Were Treated With Lithium 
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ium dark-adaptation ranged from 0.50 to 0.80 log 
units (mean+$D=0.59+0.13), and the dark-adapta- 
tion values during the lithium regimen ranged from 
0.02 to 0.40 log units (meant$D=0.21+0.13). This 
difference was significant (p<0.001, Wilcoxon test, 
two-tailed). Carbamazepine, which is an alternative to 
lithium in the prophylaxis of affective disorders (9), 
had no influence on dark-adaptation in six patients 
(range0.40-0.70 log units, mean+SD=0.52+0.10). 


DISCUSSION 


The observed highly significant reduction of foveal 
dark-adaptation during lithium treatment of normal 
volunteers and the finding that patients suffering from 
affective psychoses also have low dark-adaptation val- 
ues during lithium prophylaxis demonstrate that 
foveal dark-adaptation apparently is a direct indicator 
of lithium’s neuronal action within a part of the hu- 
man CNS. This finding is in line with results demon- 
strating a lithium-induced retinal injury in rats (10). 
The mode of action of this effect is unknown but may 
be related to lithium’s influence on intracellular cal- 
cium, possibly due to its action on inositol-3- 
phosphate, which exerts calcium-releasing effects (11). 
Lithium’s action on cyclic guanosine monophosphate 
(cGMP) must also be taken into account, since cGMP 
is also an important intracellular mediator of photo- 
electrogenesis (12); recently, lithium’s effect on GTP 
binding has been demonstrated to be of pharmacolog- 
ical importance in the therapy of affective disorders 
(13). 

Clinically, the lithium-induced reduction of foveal 
dark-adaptation may be regarded as an important 
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functional indicator, at the CNS level, of the activity of 
this mood stabilizer. However, further studies are re- 
quired to determine whether foveal dark-adaptation 
represents a predictor of lithium’s clinical efficacy. The 
data accumulated to date are not at variance with this 
hypothesis; nor is the lack of efficacy of carbamazepine 
on dark-adaptation contradictory, since carbamaze- 
pine probably exerts its antimanic action through an- 
other mode of action (e.g., reduction of glutamate re- 
lease [M. Schmutz, personal communication]). From a 
practical point of view, lithium-induced reduction of 
dark-adaptation apparently has only minor importance 
in driving a car, since in the dark the extrafoveal mech- 
anisms (rod-photoreception), which are not influenced 
by lithium, are of relevance. Mesopic vision, however, 
may be impaired by lithium; there have been anecdotal 
reports of this phenomenon, and their possible relevance 
should carefully be examined in the future. 
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Sexual and Physical Abuse Histories and Psychiatric 
Symptoms Among Male Psychiatric Outpatients 


Chester Swett, Jr., M.D., Janet Surrey, Ph.D., and Caryn Cohen, B.A. 


Of 125 consecutive male patients at an adult psy- 
chiatric outpatient clinic, 48% reported histories of 
sexual abuse andlor physical abuse. The mean scores 
on the global severity index of the SCL-90-R at the 
first visit were significantly higher for those who re- 
ported histories of abuse than for those who had no 
such history. Childhood abuse also was associated 
with high levels of psychiatric symptoms in these men. 

(Am J Psychiatry 1990; 147:632—636) 





W ork by Bryer et al. (1) revealed a high rate of 

reported histories of abuse among women who 
had been psychiatrically hospitalized. Higher levels of 
current symptoms also were reported by those with 
histories of childhood abuse than by those who re- 
ported no such history. Our (unpublished) studies of 
female outpatients indicated that high levels of re- 
ported abuse are associated with high levels of current 
symptoms. Abuse is an unidentified component of the 
psychopathology of many women who are difficult to 
assess and treat (1—4). Histories of abuse among men 
may be nearly as prevalent (5—9). We studied new male 
patients in an adult psychiatric outpatient clinic to de- 
termine the rate of reported history of abuse and the 
relationship between history of abuse and current se- 
verity of symptoms. It was hypothesized that there 
would be a high level of abuse among these men and a 
higher level of symptoms among abused men than 
among nonabused men. 


METHOD 


The study was conducted in a psychiatric outpatient 
clinic for adults that offers scheduled appointments for 
evaluation and treatment with a spectrum of modali- 
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ties, including individual psychotherapy and pharma- 
cotherapy. However, there is no walk-in service, no 
crisis management program, and no special service for 
abused patients. 

A self-rating packet of clinically relevant back- 
ground questions was completed routinely on a volun- 
tary basis by each of 145 of 158 consecutive men at the 
time of his first appointment. A total of 125 men pro- 
vided data sets sufficiently complete to permit analysis. 
Most patients were unmarried, Caucasian, employed 
or in college, and Roman Catholic. Most had at least 
some postsecondary education. Their mean+SD age 
was 37.1+12.4 years. 

The data included demographic information and 
scores on the SCL-90-R normalized for outpatients 
(10). A DSM-IH-R diagnosis was given to each patient 
after the first assessment interview by a clinician with- 
out knowledge of the information contained in the 
self-rating packet. 

The packet included questions about whether the 
patient ever had experienced physical or sexual abuse. 
There was an assurance that the resident. was available 
to discuss any issues that might arise as a result of 
answering the questions. The question regarding phys- 
ical abuse was “Have you ever been physically hurt or 
attacked by someone—such as wife, parent, another 
family member, or friend (for example, have you ever 
been kicked, bitten, pushed, or otherwise physically 
hurt by someone)?” 

The question about sexual abuse was “Have you 
ever been pressured into doing more sexually than you 
wanted to do or were too young to understand? (By 
sexually we mean being pressured against your will 
into forced contact with the sexual part of your body 
or his/her body.)” 

If a patient answered in the affirmative to either of 
the questions on physical abuse and sexual abuse, then 
information was obtained on age at the first episode of 
abuse, age at most recent abuse, number of episodes of 
abuse, and relationship of abuser to the abused. Early 
abuse was defined as abuse before age 18 years; later 
abuse was defined as that occurring at age 18 or after. 

The therapists of a subsample of 34 consecutive pa- 
tients, either abused or nonabused, were contacted to 
obtain further information on axis II diagnoses and to 
determine whether the patients’ histories of abuse were 
discussed in therapy. 
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Data analysis consisted of deriving descriptive sta- 
tistics and mean+SD values for the SCL-90-R scores 
and then performing t tests, Pearson product-moment 
correlations, and chi-square tests (Yates corrected if 
applicable). Analyses of variance (ANOVAs) were 
then carried out with the four mutually exclusive cat- 
egories of physical abuse, sexual abuse, both physical 
abuse and sexual abuse, and no history of abuse. The 
Bonferroni correction for multiple comparisons was 
used to determine statistical significance in the one- 
way ANOVAs. The SCL-90-R scores at admission 
were used for multicollinearity and principal compo- 
nents analyses (11). Then histories of physical and sex- 
ual abuse were used in a stepwise multiple regression 
analysis to predict scores on the SCL-90-R completed 
at the time of admission. Finally, a probit regression 
analysis (12) was carried out to predict which patients 
had histories of abuse. 


RESULTS 
Rates of Abuse 


Of the 125 new male outpatients who completed the 
self-rating packet, 60 (48%) reported histories of 
abuse at some time in their lives. Nine (7%) reported 
sexual abuse only, 44 (35%) reported physical abuse 
only, seven (6%) reported both types of abuse, and 65 
(52%) reported no history of abuse. 

Of the 53 men for whom age at first abuse was 
known, 45 (85%) reported that the first episode of 
abuse was before age 18. Seven (13%) reported sexual 
abuse only, 34 (64%) reported physical abuse only, 
and four (8%) reported both types of abuse. 

None of the seven patients reporting early sexual 
abuse also reported later sexual abuse, but nine (26%) 
of the 34 patients reporting early physical abuse re- 
ported later physical abuse. Four (57%) of the seven 
patients with known age at both types of abuse re- 
ported both early and later abuse. 


Relationship Between Victim and First Abuser 


The nine patients with histories of sexual abuse only 
reported on their relationships to the abusers. The 
abuser was a friend in two cases, a brother, uncle, 
authority figure, other person, or stranger in one case 
each, and some other family member in two cases. 

Forty-three of the 44 patients who reported physical 
abuse only reported on their relationships to the abus- 
ers. The abusers were fathers (N=14), brothers (N= 
8), mothers (N=6), strangers (N=6), friends (N=3), 
spouses (N=2), another family member (N=1), an un- 
cle (N=1), a sister (N=1), and an authority figure 
(N=1). 

Five of the seven patients with histories of both types 
of abuse reported the abusers’ relationships to them: 
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father (N=3), another family member (N=1), and 
other person (N=1). 


Abuse and Adult Psychiatric Symptoms 


According to a one-way ANOVA, there were signifi- 
cant differences in SCL-90-R global severity indexes 
(total scores) of the patients in the four abuse catego- 
ries (F=8.36, df=3, 121, p<0.0009). The mean+SD 
values for those with histories of both physical abuse 
and sexual abuse (55.1+8.1), physical abuse only (51.8 
+10.9), and sexual abuse only (57.8411.6) were 
higher than that of the patients with no reported his- 
tory of abuse (44.3+10.1). 

Table 1 contains each group’s scores on the sub- 
scales of the SCL-90-R. The scores on four subscales 
and the global severity index showed statistically sig- 
nificant differences among the four groups after use of 
the Bonferroni correction for multiple comparisons. 
The other five subscales showed trends toward signif- 
icance. The lowest mean scores on all subscales were 
for the patients who did not report histories of abuse. 
The highest mean scores were always for those with 
histories of sexual abuse only or both types of abuse. 

Abuse during the year before the clinic visit was 
reported by only two of the patients with histories of 
physical abuse and by none of those with histories of 
sexual abuse. The scores of those two patients were 
similar to the mean scores of the other patients with 
histories of physical abuse. 

The results of a one-way ANOVA on the global 
severity indexes of the patients who had experienced 
abuse before the age of 18 years showed statistically 
significant differences among the four abuse groups 
(F=8.00, df=3, 106, p<0.0009). The mean scores of 
the patients with histories of both types of abuse 
(57.8+9.0), physical abuse only (52.7+ 10.6), and sex- 
ual abuse only (56.9+12.5) were higher than the score 
of the patients who reported no history of abuse 
(44.3+10.1). 

The data in table 1 show that the patients reporting 
histories of early abuse had statistically significantly 
higher scores on five of the subscales and the global 
severity index (with the Bonferroni correction). There 
were trends toward significance in the data on the 
other four subscales, 

We also identified 32 patients who reported that the 
first episode of abuse occurred before the age of 12 
years. Three of these patients reported both types of 
abuse, 26 reported physical abuse only, and three re- 
ported sexual abuse only. A one-way ANOVA showed 
the same trends toward higher SCL-90-R scores for 
those who reported abuse before age 12 than for the 
65 patients with no reported history of abuse. Statis- 
tically significant differences (with the Bonferroni cor- 
rection for multiple comparisons) were again shown 
for somatization (F=4.70, df=3, 93, p<0.005), psy- 
choticism (F=5.31, df=3,93, p<0.002), and the 
global severity index (F=5.57, df=3, 93, p<0.092). 

The patients who reported first abuse before the age 
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TABLE 1. SCL-90-R Scores af 125 Male Psychiatric Outpatients Reporting Histories of Physical Abuse, Sexual Abuse, Both Types of 
Abuse, or Na Abuse 

















Score 
Both Types Physical Abuse Sexual Abuse One-Way 
of Abuse Only Only No Abuse ANOVA? 
SCL-90-R Scale Mean SD Mean SD Mean SD Mean SD F p 
All patients? 
Somatization 53.7 9.5 53.2 10.9 55.0 10.1 47.1 9.2 4.41 0.006 
Obsessive-compulsive 54.1 5.6 50.5 8.8 52.7 10.4 46.1 10.2 3.40 0.02 
Interpersonal sensitivity 53.6 6.8 51.6 8.4 56.6 9.3 45.4 11.0 6.11 0.001€ 
Depression 54.9 7.4 51.0 10.5 58.1 10.7 45.6 10.1 6.18 0.001° 
Anxiety 55.1 7.1 50.3 12.5 57.2 7.9 43.2 9.9 8.16 0.0009° 
Hostility 55.0 4.6 51.4 10.4 53.8 6.7 47.4 10.9 2.62 0.05 
Phobia 54.9 8.6 50.4 10.7 55.2 12.1 45.9 9.2 4.32 0.007 
Paranoid 52.4 9.2 50.7 9.9 55.3 8.9 46.6 9.5 3.42 0.02 
Psychoticism 55.7 10.8 51.0 11.0 59.0 14.6 44.6 10.9 6.99 0.0009° 
Global severity index 55.1 8.1 51.8 10.9 57.8 11.6 44,3 10.1 8.36 0.0009° 
Abuse before age 184 
Somatization 56.5 9.7 54.8 10.2 54.7 11.3 47.1 9.2 5.84 0.001° 
Obsessive-compulsive 52.8 6.9 50.7 8.3 54.4 7.5 46.1 10.2 3.17 0.03 
Interpersonal sensitivity 56.3 6.0 52.1 8.2 55.3 9.8 45.4 11.0 5.40 0.002° 
Depression 57.3 9.4 50.8 9.5 56.6 11.2 45.6 10.1 4.95 0.003° | 
Anxiety 56.8 8.2 51.3 12.3 56.1 8.5 43.2 9.9 7.49 0.0009 
Hostility 57.0 5.4 52.3 10.8 54.7 7.2 47.4 10.9 2.91 0.04 
Phobia 55.8 10.7 51.1 10.3 51.9 11.7 45.9 9.2 3.30 0.02 
Paranoid 57.3 5.7 51.8 10.1 55.3 9.9 46.6 9.5 4.29 0.007 
Psychoticism 59.8 7.7 52.3 10.8 58.9 13.6 44.6 10.9 7.68 0.0009° 
Global severity index 57.8 9.0 52.7 10.6 56.9 12.5 443 10.1 8.00 0.0009° 





“For all patients, df=3, 121; for patients reporting early abuse, df=3, 106. 

Both types of abuse, N=7; physical abuse, N=44; sexual abuse, N=9; no abuse, N=65. 
‘Significant after Bonferroni correction for multiple comparisons. 

“Both types of abuse, N=4; physical abuse, N=34; sexual abuse, N=7; no abuse, N=65. 


TABLE 2. Numbers of Episodes of Physical and Sexual Abuse Re- 


verity index as the dependent variable. The results 
ported by Male Psychiatric Outpatients 


showed that physical abuse and sexual abuse were sig- 
nificant factors in predicting scores at the time of the 





Number of Abuse Episodes 








Order of : : =10 7 df= ` 
PEAN N Men SD Median Range first interview (F=10.7, df=2, 122, p<0.0002). How 
E ever, abuse accounted for only 15% of the variance, 
ysicai apuse n : H pi H 
Fae potae ates a gao Ani as 1-45 according to the oo of multiple determination, 
Second perpetrator 16 3.8 32 30 1-10 suggesting that other, unknown factors also were 
Third perpetrator 9 3.1 2.9 1.0 1-10 important. 
Sexual abuse 
First perpetrator 10 3.4 5.6 1.0 1-20 3 
Second perpetrator 1 1.0 — 1.0 — Number of Abuse Episodes 





Table 2 shows the mean, SD, median, and range of 


of 6 years included three with both types of abuse, 14 numbers of episodes of physical abuse and sexual 


with physical abuse only, and one with sexual abuse 
only. The sample size was too small to perform the 
one-way ANOVA for comparison. 

The results of two-way ANOVAs with the two types 
of abuse as independent variables and the SCL-90-R 
scale scores as dependent variables were not signifi- 
cant, indicating that there was no interaction effect. 

A probit regression analysis was carried out to de- 
termine if the global severity index of the SCL-90-R 
could correctly identify patients with histories of 
abuse. The scale correctly identified over 68% of the 
patients (y*=20.4, df=1, p<0.0001). 

A stepwise multiple regression analysis was con- 
ducted with physical abuse and sexual abuse as the 
independent variables and the SCL-90-R global se- 
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abuse among the patients for whom the numbers of 
episodes were known. Of the 34 patients who reported 
being physically abused and gave the number of epi- 
sodes of abuse by the first perpetrator, 16 were each 
abused by a second person and nine were abused by a 
third person. Of the 10 patients who each reported a 
history of sexual abuse and the number of episodes of 
abuse by the first perpetrator, one also reported abuse 
by a second perpetrator. The mean number of episodes 
of abuse by the first perpetrator was 9.9 for physical 
abuse and 3.4 for sexual abuse (table 2). 

Pearson product-moment correlation coefficients 
were calculated for the relationship between total 
number of episodes of physical abuse and scores on 
each of the 10 scales of the SCL-90-R for the 34 pa- 
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tients who reported numbers of episodes. Only the 
correlation coefficient for the hostility scale was statis- 
tically significant (r=0,.34, df=32, p<0.05). The cor- 
relations between total number of episodes of sexual 
abuse and scores on each of the 10 scales of the SCL- 
90-R were not significant. 


Psychiatric Diagnosis 


There were 59 different primary psychiatric diag- 
noses for the 125 patients, The rates of reported his- 
tory of sexual abuse among the.35 patients with major 
affective illness, 32 with anxiety or dysthymic disor- 
ders, 20 with adjustment disorders, and 38 with all 
other diagnoses were 14%, 16%, 10%, and 11%, re- 
spectively. The rates of physical abuse were 51%, 
41%, 25%, and 39%, respectively. The differences in 
these rates were not significant according to chi-square 
tests. 

Of the 34 consecutive patients whose therapists 
were contacted, 16 reported abuse and 18 reported no 
abuse. A secondary axis II diagnosis of borderline per- 
sonality disorder was found in four (25%) of the 16 
abused patients and one (6%) of the 18 nonabused 
patients. The trend toward a higher rate of borderline 
personality disorder among those who were abused 
than among those who were not abused did not reach 
statistical significance, according to the chi-square test, 
in this subsample. However, the relative risk for bor- 
derline personality disorder among the patients who 
reported abuse compared to the others was 4.5. Of the 
16 patients who reported abuse and whose therapists 
were contacted, eight (50%) were reported to have 
discussed the abuse in therapy. 


DISCUSSION 


The results clearly show a high rate of reported his- 
tory of physical abuse and a moderately high rate of 
reported sexual abuse among male psychiatric outpa- 
tients, as hypothesized. The total rate (48%) ap- 
proaches the rates reported for female inpatients (72% 
[1] and 53% [13]) and for female outpatients (64% 
[our unpublished observations]). As is the case for fe- 
male patients, many of the perpetrators of abuse were 
family members. 

Furthermore, the patients who reported abuse had 
significantly higher SCL-90-R global severity indexes 
than those with no reported history of abuse; this find- 
ing confirms our second hypothesis. When the data 
were limited to only the patients reporting histories of 
abuse before the age of 18 years and those reporting 
abuse before age 12, the mean global severity index 
continued to be significantly higher for those with his- 
tories of abuse than for those who did not report 
abuse. These results are in line with the findings of 
Bryer et al. (1) for female inpatients. However, our 
results are nearly as dramatic even though one would 
expect that outpatients would be less seriously dis- 
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turbed than inpatients. There were nearly as many sig- 
nificant associations between history of abuse and 
SCL-90-R scores in the current study as in the Bryer et 
al. study (six versus eight). This suggests that abuse is 
associated with severity of symptoms in male outpa- 
tients. Since only 13 of the 45 patients who reported 
early abuse also experienced abuse at age 18 or later, 
there appears to be a persistent association between 
early abuse and high levels of symptoms, as measured 
by the SCL-90-R. 

The mean numbers of episodes of reported physical 
abuse and reported sexual abuse by the first perpetra- 
tors were 9.9 and 3.4, respectively, suggesting that the 
abuse was not a casual occurrence. When we examined 
the correlations between number of episodes of phys- 
ical or sexual abuse and scores on each of the 10 scales 
of the SCL-90-R, only the relationship between num- 
ber of physical abuse episodes and the hostility scale 
score was statistically significant. The data suggest that 
the occurrence of physical abuse or sexual abuse, but 
not the number of episodes, is related to scores on the 
SCL-90-R scales, except for hostility. However, a 
much larger sample would be needed to thoroughly 
evaluate the relationship between episodes of abuse 
and scores on the scales of the SCL-90-R. 

The overall rate of 13% for sexual abuse in the cur- 
rent study is higher than the 6% found in a survey of 
men in the Boston metropolitan area done by Finkel- 
hor (14). In a study by Bell and Weinberg (15), 2.5% 
of male adults had had prepubertal sexual experiences 
with adult men. Although it is difficult to compare data 
from different surveys, because of the differences in the 
samples studied and in the methods of collecting data, 
there appears to be a higher rate of sexual abuse 
among male outpatients than among the general pop- 
ulation. Although the clinic where we conducted our 
survey did not have a special service for abused pa- 
tients, it makes sense that men who were more upset 
than the general population would have gravitated to a 
psychiatric clinic. 

The 41% rate of physical abuse for the men in the 
current study is higher than the 13% reported for 
women in the general population by Mullen et al. (16). 
It is slightly lower than the 51% prevalence found for 
both adult female outpatients (our unpublished data) 
and inpatients (1). The lower rate of physical abuse for 
men is most likely due to either underreporting by men 
or the ability of older boys and men to ward off po- 
tential attackers. 

Although using a questionnaire to obtain data has 
obvious limitations, a questionnaire can be a useful 
screening instrument for large populations, such as 
those in outpatient clinics. The relevance of the data is 
exemplified by the fact that 50% of the patients re- 
porting abuse whose therapists were contacted dis- 
cussed the abuse at some point in their therapy. 

The finding of a relationship between the severity of 
adult psychiatric symptoms and a history of abuse cor- 
roborates other reports (1, 3, 13). The data suggest 
that abuse has persistent long-term effects on patients. 


635 


ABUSE HISTORIES IN MALE OUTPATIENTS 


Current psychiatric symptoms were more severe 
among patients reporting histories of sexual abuse 
only or both physical and sexual abuse. The clinician 
generally should ask the patient about a history of each 
type of abuse. Furthermore, if one type of abuse is 
reported, it is worthwhile to ask about the other type 
as well. This may be particularly important when 
physical abuse has been reported because male patients 
may have more difficulty in discussing sexual abuse. 

The higher rate of diagnosis of borderline personal- 
ity disorder among abused patients whose therapists 
were contacted is similar to the findings of others (1, 
17, 18). However, in future studies completion of a 
standard inventory of personality disorders (19) for 
each patient would be useful. 

It may be worthwhile to consider diagnosing pa- 
tients with histories of abuse as having posttraumatic 
stress disorder (PTSD) rather than other diagnoses (1, 
20, 21). The perceived threat to one’s physical integrity 
and the duration and intensity of disturbing thoughts 
and feelings would need to be carefully evaluated in 
order to make a diagnosis of PTSD. 

Further information about the details of the abuse 
would be useful. However, a questionnaire was not 
appropriate for obtaining such information from new 
outpatients. Gentle elicitation of such information dur- 
ing clinical interviews in the context of psychotherapy 
would be a better approach. 

Patients with histories of abuse, particularly early 
abuse, had higher levels of symptoms. It is important 
to explore with the patient the association between 
current symptoms and history of abuse, especially 
since the profile for disguised presentation (4) of the 
effects of abuse has not been described for men seeking 
help at an outpatient clinic. Particular reference to the 
patient’s relationship to the perpetrator also is in ordér 
(22, 23). Denial and distortion may occur and need to 
be discussed in the process of working through the 
effects of the abuse. Finally, it may be difficult for 
many men to discuss abuse because the abuse might be 
more dystonic with sex role expectations for men. 

In recent studies (24), 15% to 38% of adult women 
were found to have been sexually abused as children, 
and many of them also had experienced physical 
abuse. The patients with histories of early abuse had 
high rates of symptoms, such as anxiety and depres- 
sion (16, 24). Men with histories of abuse might also 
be likely to gravitate to a psychiatric outpatient clinic 
for treatment of their psychopathology. 
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Major Depression in Patients With Social Phobia 


Murray B. Stein, M.D., F.R.C.P.(C), Manuel E. Tancer, M.D., 
Cheryl S. Gelernter, Ph.D., Bernard J. Vittone, M.D., and Thomas W. Uhde, M.D. 


The authors examined the longitudinal course of af- 
fective illness retrospectively in 63 patients with social 
phobia and 54 patients with panic disorder. Signifi- 
cantly fewer (35%) of the patients with social phobia 
than patients with panic disorder (63%) had experi- 
enced at least one major depressive episode. Patients 
with generalized social phobia and patients with spe- 
cific social phobia had comparable past rates of major 
depression (37% and 30%, respectively). The clinical 
and theoretical implications of these findings are dis- 
cussed within the context of current concepts regard- 
ing the development of depressive symptoms in pa- 
tients with anxiety disorders. 

(Am J Psychiatry 1990; 147:637-639) 





I t has been recognized for many years that depres- 
sion frequently occurs in patients with panic-agora- 
phobia syndromes. Sir Martin Roth, in an early de- 
scription of the “phobic anxiety-depersonalization 
syndrome” (1), recognized that more than half of such 
patients experienced variable degrees of depression. 
Studies that have subsequently examined the occur- 
rence of major depression in patients with panic dis- 
order have found rates of between 25% and 70% (1— 
14), depending on the patient group examined (e.g., 
those with primary or secondary depression [8—13] 
versus those with secondary depression only [3-7, 
14). 

In contrast, the literature is essentially devoid of 
studies examining the lifetime relationship between 
major depression and social phobia. Social phobia has 
been referred to as a “neglected anxiety disorder” (15), 
and this certainly applies to the study of affective 
illness in patients with social phobia. Since several 
studies have indicated that there may be considerable 
overlap between panic disorder and social phobia (16— 
18), we systematically examined the relative rates and 
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courses of affective illness in clinical samples of 63 
patients with social phobia and 54 patients with panic 
disorder who were treated in an anxiety disorders 
clinic. 


METHOD 


The data presented in this report derive from con- 
secutively evaluated individuals participating in diag- 
nostic interviews in our anxiety clinic between Sep- 
tember 1987 and August 1988 who met DSM-III-R 
criteria for either social phobia or panic disorder. Pa- 
tients were referred from physicians and other mental 
health professionals in the Washington, D.C., metro- 
politan area or were self-referred in response to adver- 
tisements in local newspapers. 

Subjects who appeared likely to have social phobia 
(on the basis of information already obtained by tele- 
phone screening) were interviewed with the Anxiety 
Disorders Interview Schedule, Revised Version (19) 
and were also screened with a modified version of the 
Schedule for Affective Disorders and Schizophrenia— 
Lifetime Version (SADS-L) (20), both of which were 
administered by the same experienced interviewer 
(C.S.G.). Patients with panic disorder were interviewed 
by an experienced research psychiatrist (M.B.S.) using 
a modified version of the Schedule for Affective Disor- 
ders and Schizophrenia—Lifetime Version for Anxiety 
Disorders (SADS-LA‘ (21). DSM-III-R diagnoses were 
applied; in cases where the diagnosis was unclear or in 
dispute, a consensual diagnosis was arrived at by 
group review of the interview material or, when nec- 
essary, reinterview of the subject by another investiga- 
tor. As implied by DSM-III-R, panic disorder assumed 
a primary position in diagnostic classification; i.e., if 
social fear and avoidance came after the onset of 
“spontaneous” panic attacks, then a primary diagnosis 
of panic disorder was applied. Furthermore, in order 
to ensure homogeneity of the study populations and 
to militate against biased recall due to the presence 
of prevailing depression, subjects who currently met 
criteria for major depression (N=7) were excluded 
from the study. However, subjects who currently met 
criteria for dysthymic disorder (N=18: nine with panic 
disorder and nine with social phobia) were not 
excluded. 

As part of the diagnostic interview process, the past 
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occurrence and timing of lifetime episodes of major 
depression were documented by using DSM-III-R cri- 
teria. For purposes of this study, two research psychi- 
atrists not only reviewed the mood disorder diagnoses 
that were made at the time of interview but also inde- 
pendently reviewed the compiled information about 
depressive episodes for each subject to assure that cri- 
teria were appropriately applied. When disagreements 
existed, consensual diagnoses were arrived at and used 
for this study. 

Each subject’s degree of functional impairment was 
rated by the interviewer following the diagnostic inter- 
view. The scale used for this purpose is a global clinical 
impression scale that asks the interviewer to rate func- 
tional impairment judged to be due to the psychiatric 
disorder on a 5-point scale (1=no symptoms and nor- 
mal activity, 2=some symptoms are present, but they 
are not interfering with normal work or social activi- 
ties, 3=symptoms are interfering with normal work or 
social activities in minor ways, 4=normal work or so- 
cial activities interfered with markedly but not pre- 
vented or radically changed, and 5=normal work or 
social activities either radically changed or prevented) 
(22). 

Age at onset was determined as the age at which full 
diagnostic criteria were met. For patients with social 
phobia, the onset of this disorder was frequently re- 
called as being “since early childhood” or “ever since 
I can remember.” When onset was determined to be 
earlier than age 13, this was arbitrarily recorded as age 
12 for statistical purposes. 

Chi-square tests and Fisher’s exact tests were used to 
compare categorical data. Continuous data were com- 
pared by using Student’s t tests or Mann-Whitney U 
tests, where appropriate. All tests were two-tailed. All 
p values of 0.10 or more are reported as n.s.; p values 
of less than 0.10 are specifically reported. All data are 
expressed as means plus or minus standard deviations. 


RESULTS 


Demographic characteristics of the subjects in the 
study are shown in table 1. There were no significant 
differences between the groups in gender, marital sta- 
tus, or current age. 

Twenty-two (35%) of the 63 patients with social 
phobia had lifetime histories of at least one major de- 
pressive episode compared with 34 (63%) of 54 pa- 
tients with panic disorder (y*=9.16, df=1, p<0.005). 

The subjects with social phobia were subdivided 
into those with generalized (N=43) or specific (N=20) 
social phobia. We considered the social phobia to be 
specific if it was limited to one or two discrete situa- 
tions (e.g., public speaking or writing in front of oth- 
ers). We considered it generalized if the patient’s syn- 
drome included more global avoidance of social 
(particularly interpersonal) contact. It was hypothe- 
sized that patients with social phobia with generalized 
social anxiety and avoidance would be more prone to 
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TABLE 1. Characteristics of Clinical Samples of Patients With So- 
cial Phobia or Panic Disorder 








Patients With Patients With 
Social Phobia Panic Disorder 
Characteristic (N=63) (N=54) 
Gender 
Men 
Number 24 21 
Percent 38 39 
Women 
Number 39 33 
Percent 62 61 
Marital status 
Married 
Number 35 38 
Percent 56 70 
Never married 
Number 28 16 
Percent 44 30 
Current age (years) 
Mean 36.5 36.4 
SD 9.6 8.4 
Age at onset (years)* 
Mean 15.2 27.5 
SD 3.7 10.2 
Duration of illness (years)? 
Mean 21.0 8.9 
SD 9.7 8.1 
Degree of global 
functional impairment? 
2-3 
Number 6 19 
Percent 10 35 
4-5 
Number 57 35 
Percent 90 65 


“The patients with social phobia had a significantly earlier age at 
onset (Mann-Whitney U=326.00, p<0.00005). 

>The patients with social phobia had been ill significantly longer 
(t=7.27, df=114, p<0.0001). 

“1=no symptoms and normal activity; 5=radical changes in work 
or social activities. The patients with social phobia were signifi- 
cantly more impaired (continuity-adjusted x”=9.92, df= 1, p<0.002). 


depression than those with specific social fears. How- 
ever, these two subgroups did not differ in their life- 
time rates of major depression: 16 (37%) of the 43 
patients with generalized social phobia had experi- 
enced at least one previous major depression, com- 
pared with six (30%) of the 20 patients with specific 
social phobia (x?=0.31, df=1, n.s.). Similarly, when 
the patients with panic disorder were subdivided into 
those with (N=38) and without (N=16) agoraphobia, 
the two groups were found to have comparable rates 
of major depressive episode (68% [N=26] versus 50% 
[N=8], respectively; y*=1.64, df=1, n.s.). 

The temporal relationship between the onset of so- 
cial phobia and the first major depressive episode was 
examined in the subjects with social phobia who had a 
history of major depression (N=22). If this interval 
was 2 months or less, they were considered to have 
been concurrent in onset. One (5%) of the 22 subjects 
with social phobia and a history of major depression 
had his first major depressive episode 11 years before 
the onset of social phobia, and one (5%) had his first 
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major depressive episode concurrent with the onset of 
social phobia, but 20 (91%) had their first major de- 
pressive episode 13.2+7.9 years after the onset of so- 
cial phobia (range=1—26 years). 


DISCUSSION 


We found that social phobia is associated with a 
substantially lower rate of depression than is panic 
disorder (35% versus 63%, respectively). We can infer 
from these preliminary data that not all anxiety disor- 
ders are alike in their rates of major depression. Al- 
though there are several methodologic limitations to 
our study (e.g., the sample was clinical rather than 
epidemiologic and the study. was retrospective rather 
than prospective), our findings raise a number of in- 
teresting points. 

For example, not all anxiety disorders would appear 
to be associated with the same degree of functional 
impairment. The patients with social phobia were 
more severely impaired in terms of day-to-day func- 
tioning (see table 1), but they were less prone to the 
development of major depression. This would seem to 
contradict the idea that patients with anxiety disorders 
develop depression as a direct consequence of the de- 
moralization they experience as a result of living with 
chronic anxiety and phobic limitations. Nonetheless, 
one possible explanation for our findings is that social 
phobia (even when generalized) occurs in response to 
relatively discrete, predictable, and avoidable situa- 
tions. This contrasts with panic disorder in that panic 
attacks seem to be spontaneous and therefore less con- 
trollable. It has been recognized that when faced with 
the same amount of stress under controllable or un- 
controllable conditions, individuals experience the 
greatest dysphoria and neuroendocrine hyperactivity 
when the stress is uncontrollable (23). The uncontrol- 
lable nature of panic attacks may engender greater 
feelings of helplessness and thus contribute to a greater 
propensity for depression. 

The goals of future research will be to broaden 
and refine our understanding of the psychological, 
neuroendocrine, and genetic factors that might con- 
tribute to higher rates of major depression in patients 
with panic disorder (1-14, 24) than in patients with 
social phobia. 
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Impact of Life Events on Subjects With Panic Disorder 
and on Comparison Subjects 


Ronald M. Rapee, Ph.D., Eric M. Litwin, B.A., and David H. Barlow, Ph.D. 


A questionnaire measure of major life events was 
given to 64 subjects with diagnoses of panic disorder 
with agoraphobia, 33 subjects with other anxiety dis- 
orders, and 34 nonanxious subjects. Anxious subjects 
indicated the life events that had occurred in the 6- 
month period immediately before their current disor- 
der began and rated the impact of each event on a 
7-point scale. Nonanxious subjects made the same rat- 
ings for a 6-month period 1¥%2-2 years before the 
study. There was no significant difference between 
groups in the number of life events reported. However, 
anxious subjects rated these events as having a signifi- 
cantly greater negative impact than did nonanxious 
subjects. 

(Am J Psychiatry 1990; 147:640-644) 





A number of authors have suggested that stress 
plays a major role in the etiology of panic disor- 
der (1-3). This suggestion has been based on a large 
number of surveys which have found that stressful 
events are present in the lives of a majority of patients 
with panic disorder before the onset of their first panic 
attacks (1). In general, these surveys indicate that ap- 
proximately 80% of individuals with panic disorder 
report that a major stressor occurred before the onset 
of the disorder, although the patients themselves sel- 
dom make any connection between the stressor and 
the first panic attack (1). 

Unfortunately, few of these studies have included 
appropriate comparison groups. Two studies that 
compared life events of panic disorder subjects and 
nonanxious subjects had equivocal results. Whereas 
one study (4) found a significant difference in the num- 
bers of life events reported by panic disorder patients 
and by nonanxious subjects, another study (5) did not 
find a difference between these groups in the total 
number of events but, rather, in the number of events 
that happened to the individuals personally. 
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It could be argued, however, that nonanxious sub- 
jects are not an appropriate comparison group. To 
demonstrate the importance of life events specifically 
in patients with panic disorder, it is necessary to have 
studies that compare panic disorder subjects and sub- 
jects with other anxiety disorders. The only studies 
that have done this to date have had either a very small 
sample size (6) or unclear diagnostic criteria by current 
standards (7). Thus, we felt that it was important to 
conduct a study which compared the life events re- 
ported by subjects with panic disorder, subjects with 
other DSM-III-R anxiety disorders, and nonanxious 
subjects. 


METHOD 
Subjects 


The subjects for the study were 154 persons meeting 
the DSM-III-R criteria for an anxiety disorder and 36 
nonanxious persons. Anxiety disorder subjects were 
given diagnoses with the use of a structured clinical 
interview, the Anxiety Disorders Interview Schedule— 
Revised, an earlier version of which has been shown to 
yield reliable diagnostic judgments (8). As part of the 
interview, the subject’s age at the onset of the current 
disorder (to the best of his or her recollection) was 
carefully determined. This age was then compared with 
the age the subject reported on the modified Life Ex- 
periences Survey (9) to ensure that he or she was re- 
ferring to the same disorder. If the ages were not 
within 6 months of each other, the data for that subject 
were excluded from the analysis. 

A total of 57 anxiety disorder subjects were ex- 
cluded from the study for the following reasons: not 
reporting age at onset on the questionnaire (12 sub- 
jects), not being able to specify age at onset during the 
interview (22 subjects; 18 of these were persons with- 
out panic disorder), or age at onset reported on the 
questionnaire was not within 6 months of age at onset 
reported during the interview (23 subjects). This left a 
total of 97 anxiety disorder subjects: 64 with panic 
disorder and various degrees of agoraphobic avoid- 
ance and 33 with other DSM-III-R anxiety disorders. 

The mean+SD age of the panic disorder group was 
32.0+6.9 years; 39 (61%) were female. The median 
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duration of the disorder was 21.5 months. The mean 
age of the group with other anxiety disorders was 
34,.6+9.3 years; 20 (61%) were female. The median 
duration of their disorders was 48.0 months. 

The nonanxious subjects were volunteers who re- 
ported never having had a diagnosis of or having 
sought treatment for a psychological disorder. They 
were recruited both through patients at our clinic and 
through advertisements placed in local community 
centers. Those recruited through clinic patients were 
friends and acquaintances, but not relatives, of the pa- 
tients. All of the nonanxious subjects were paid for 
their participation. Thirty-six subjects were originally 
recruited, but two were excluded (one did not com- 
plete the questionnaire properly, and the other re- 
ported just beginning treatment for an anxiety disor- 
der), leaving a total of 34 nonanxious subjects. This 
group had a mean age of 34.7+10.3 years; it included 
16 women (47%). 


Measure 


All subjects were asked to complete a modified ver- 
sion of the Life Experiences Survey (9), a 76-item self- 
report survey of positive and negative life experiences 
that have occurred in the past year. Respondents are 
instructed to endorse all items that apply and to rate, 
on a 7-point scale (from ~3=extremely negative to 
3=extremely positive), the perceived impact of each 
event on their lives. The questionnaire appears to have 
reasonable psychometric properties (9). For the pres- 
ent study it was modified slightly by asking respond- 
ents to endorse those events which occurred in the 
6-month period immediately before the onset of the 
current problem or disorder. Before answering the 
questionnaire, the respondents were instructed to 
think of a number of aspects of their lives at the time 
(their age, relationships, work, etc.) to help pinpoint 
the time frame in their minds. Two life events were 
added to the original survey: “direct exposure to trau- 
matic (life threatening) event” and “bad experience 
with mood-altering drug or alcohol.” This resulted in 
a total of 78 possible life events on the revised Life 
Experiences Survey. In addition, three spaces were left 
at the end for listing individual events that were not 
included in the questionnaire. 

Nonanxious subjects were given a form of the ques- 
tionnaire which included the same instructions except 
that they were asked to endorse items which had oc- 
curred during a 6-month period 112-2 years before 
the study. This period was chosen to provide a retro- 
spective view which would be roughly equivalent to 
that of the panic disorder group. 

To examine some specific potential differences in the 
data, the life events listed in the modified Life Experi- 
ences Survey were subdivided into mutually exclusive 
groups in two different ways. In the first subdivision, 
the events were divided into groups of positive events 
(e.g, Outstanding personal achievement, marital rec- 
onciliation; N=5), negative events (e.g., trouble with 
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employer, miscarriage; N=35), and ambiguous events 
(e.g., pregnancy, new job; N=38). In the second sub- 
division, the events were divided into groups of health- 
related events (e.g., abortion, major personal illness 
or injury; N=28), relationship-related events not 
concerned with health (e.g., marriage, trouble with 
in-laws; N=14), career/finance-related events (e.g., 
changed work situation, being fired from job; N=17), 
and miscellaneous events (e.g., detention in jail, out- 
standing personal achievement; N=19). These divi- 
sions were selected because we felt that they were rel- 
evant to suggestions in the literature and certain 
theories about panic disorder. 

In each analysis, the findings for the main question 
(total questionnaire result) were examined for statisti- 
cal significance with alpha set at 0.05. Since our seven 
questions were essentially exploratory ones being in- 
vestigated with the same data, we thought that it was 
important to control for possible inflation of the type I 
error rate by using a modified Bonferroni correction 
(10). This yielded a critical alpha of 0.014 for these 
questions. 


RESULTS 


The numbers of subjects in each diagnostic category 
who reported experiencing at least one life event on the 
revised Life Experiences Survey were compared by 
means of a chi-square analysis. The results are re- 
ported in table 1. There was an overall significant dif- 
ference in the number of subjects in each group who 
reported at least one life event in the 6-month period 
specified. Follow-up chi-square tests were used to ex- 
amine the source of the difference on this variable. The 
only significant difference was between the panic dis- 
order group and the other anxiety disorders group 
(x2=7.19, df=1, p<0.05). There was no significant 
difference between the panic disorder group and the 
nonanxious comparison group (x7=2.93, df=1, n.s.). 

As can be seen in table 1, there were no significant 
differences between groups on the various subdivisions 
of stressors. Since the subdivision of life events had 
been somewhat arbitrary, a series of chi-square tests 
were conducted on the number of subjects in each 
group who reported each one of the 78 life events. 
Even without a correction for the type I error rate, 
there were no significant differences between groups in 
the numbers of subjects reporting any individual life 
event. 

Table 2 lists the mean numbers of life events re- 
ported by the subjects in each of the three groups, 
including subjects who reported no events in the pe- 
riod. According to one-way analyses of variance 
(ANOVAs), there were no significant differences be- 
tween the diagnostic groups in total number of events 
recorded or any of the subgroupings of events. 

The impact of each type of life event (rated on the 
7-point scale from —3 to 3) for the three groups was 
compared by using one-way ANOVAs. There was a 
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TABLE 1. Subjects With Panic Disorder or Other Anxiety Disorders and Nonanxious Subjects Who Reported at Least One Major Life Event 


in a 6-Month Period 





Subjects With 
Subjects With Other Anxiety Nonanxious 
Panic Disorder Disorders Subjects 
(N=64) (N=33) (N=34) 2 
Event Category N % N % N % (df=2) 
Total 63 98.4 28 84.8 31 91.2 6.56" 
First grouping 
Negative 44 68.8 16 48.5 17 50.0 5.15 
Positive 21 32.8 13 39.4 2 58.8 6.26 
Ambiguous 62 96.9 26 78.8 2 85.3 8.24 
Second grouping 
Health 39 60.9 14 42.4 14 41.2 4.81 
Relationship 47 73.4 22 66.7 24 70.6 0.49 
Career/finance 50 78.1 21 63.6 28 82.4 3.62 
Miscellaneous 58 90.6 23 69.7 27 79.4 6.88 
ap<0.05. l 


TABLE 2. Number of Major Life Events in a 6-Month Period Reported by Subjects With Panic Disorder or Other Anxiety Disorders and by 


Nonanxious Subjects 








Number of Events 











Subjects With 
Subjects With Other Anxiety Nonanxious 
Panic Disorder Disorders Subjects 
(N=64) (N=33) (N=34) F 
Event Category Mean SD Mean SD Mean SD (df=2, 128) 
Total 9.0 5.2 7.8 7.0 7.9 5.8 0.66 
First grouping 
Negative 1.7 1.8 1.3 2.1 1.2 1.6 1.02 
Positive 0.4 0.7 0.5 0.6 0.6 0.6 1.30 
Ambiguous 6.1 3.6 5.6 5.2 5.6 4.1 0.18 
Second grouping 
Health 1.2 1.3 1.2 2.2 0.8 1.2 0.86 
Relationship 13 1.2 1.6 2.0 1.4 1.2 0.56 
Career/finance 2.0 1.9 1.4 1.6 1.8 1.3 1.23 
Miscellaneous 3.3 2.3 2.8 2.7 3.0 2.6 0.40 


highly significant difference in the mean impact of 
stressors across the three diagnostic groups (see table 
3). Following these ANOVAs, Duncan’s multiple 
range tests revealed that the ratings for the panic dis- 
order group (~0.9) and the other anxiety disorders 
group (—0.9) did not differ significantly, but they were 
significantly different from the rating for the nonanx- 
ious group (0.5). As can be seen in table 3, similar 
differences were found in the impact of negative 
events, ambiguous events, career/finance events, and 
miscellaneous events. There was an overall significant 
difference in relationship events, but in this category 
the other anxiety disorders group scored significantly 
lower (—1.3) than both the panic disorder group (0.0) 
and the nonanxious group (0.5), which did not differ 
significantly from each other. 


DISCUSSION 


Overall, this study resulted in two broad findings. 
First, the panic disorder subjects did not report signifi- 
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cantly more major life events before the onset of their 
disorder than did the subjects with other anxiety dis- 
orders or the nonanxious subjects during an equivalent 
period. Second, the anxious subjects—those with panic 
disorder and those with other anxiety disorders—re- 
ported that life events experienced before the onset of 
the disorder had a more negative impact than those 
reported by the nonanxious subjects. 

The findings related to the proportion of subjects in 
each group who reported at least one life event were 
equivocal. While the overall difference was statistically 
significant, more specific analysis indicated that the 
panic disorder subjects were more likely to report a life 
event than the other anxiety disorders group but were 
not more likely to report such an event than the 
nonanxious subjects. In addition, there were no signifi- 
cant differences in the numbers of subjects reporting 
any individual life event. Thus, the overall significant 
difference in number of life events between subjects 
with panic disorder and subjects with other anxiety 
disorders may well have been an accidental statistical 
effect. 
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TABLE 3. Impact of Major Life Events in a 6-Month Period Reported by Subjects With Panic Disorder or Other Anxiety Disorders and by 


Nonanxious Subjects 





Rating of Impact of Events? 





Subjects With 
Subjects With Other Anxiety Nonanxious 
Panic Disorder Disorders Subjects 
(N=64) (N=33) (N=34) 
Event Category Mean SD Mean SD Mean SD F df 
Total -0.9, 1.2 ~0.9, 1.3 0.5, 1.3 16.70° 2, 119 
First grouping 
Negative 20 1.2 ~1.8, 0.9 ~1.0, 11 5.52° 2, 74 
Positive 1.7 1.5 0.7 2.3 2.3 0.8 4.23 2,51 
Ambiguous —0.7, 1.3 ~0.9, 1.4 0.6, 1.2 11,83” Z, 114 
Second grouping 
Health —2.0 1.2 ~1.6 1.1 -1.1 1.1 3.01 2, 64 
Relationship 0.0, 2.0 -1.35 1.5 0.5, 1.8 5.62° 2, 90 
Career/finance —0.5, 1.8 ~1.0, 1.6 0.4, 1.7 4.90° 2, 96 
Miscellaneous —0.8, 1.3 ~0.6, 1.6 0.8, 1.3 12.56” 2, 105 





*Seven-point scale (~3=extremely negative, 3=extremely positive). Means sharing subscripts are not significantly different at the 0.05 level 


according to Duncan’s multiple range test. 
Þp<0.001. 
“p<0.01. 


Data from this study, which used a questionnaire, 
are in agreement with interview data from a small sam- 
ple (6) in which patients with panic disorder and those 
with generalized anxiety disorder reported no differ- 
ence in stressors at onset. In addition, the data are 
somewhat consistent with results of a study by Roy- 
Byrne et al. (5) that found no significant difference 
between the total numbers of stressors reported at on- 
set by panic disorder subjects and by a group of non- 
anxious control subjects. The results of the Roy-Byrne 
et al. study did indicate a difference between the two 
groups in the number of stressors that happened to the 
individual personally. To examine this possibility, we 
conducted a post hoc analysis on our data that in- 
cluded the items which appeared to apply only to life 
events that happened to the individual subjects them- 
selves, There were no significant differences in number 
of stressors between the groups (panic disorder, meant 
SD=6.9+4.4, anxiety disorder, 6.1+5.4, nonanxious, 
6.4+£4.5; F=4.3, df=2, 128, n.s.). The differences be- 
tween the findings of Roy-Byrne et al. and our data 
may be due to the different methods used (question- 
naire versus interview). Both methods have their ad- 
vantages. Interview studies allow investigation of more 
detailed questions but are more open to experimenter 
bias. Prospective studies that use both methods may be 
necessary to examine questions completely. 

It is interesting that while the numbers of stressors 
did not differ between groups, there was a major dif- 
ference in the perceived impact of these life events. 
Both of the anxious groups reported a significantly 
more negative impact of the life events than did the 
nonanxious group. There are a number of possible ex- 
planations for this result. 

It may be argued that anxious subjects do indeed 
experience more objectively negative events than 
nonanxious subjects. However, subdivision of the 
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events into negative and positive groups did not indi- 
cate significant differences between groups in the num- 
bers of each type of stressor, and previous studies have 
found similar results (5). 

A second argument suggests that because of their 
current mood state, anxious subjects recall the impact 
of life events as more negative than they actually 
seemed to be at the time (11). Since the frequency of 
reported positive and negative events did not differ 
between groups, the difference in impact is not likely to 
have been due to differential recall. Rather, any effects 
of current mood staze were likely to have been on the 
reporting. In other words, anxious subjects may report 
the impact of earlier life events in a manner consistent 
with their current mood. 

A third argument, similar to the second, is that anx- 
ious subjects see a causal connection between earlier 
life events and their present symptoms. They may then 
exaggerate the impact of these events in line with such 
a post hoc explanation. 

A final possible explanation is that anxious subjects 
have premorbid characteristics which cause them to 
perceive life events as particularly negative. The corol- 
lary would be that life events per se are not a sufficient 
cause for anxiety disorders, but that they may act as 
triggers given particular preexisting personality fea- 
tures. A number of theories about anxiety disorders 
stress the importance of trait variables, such as a sense 
of lack of control, as vulnerability factors (1). In this 
view life events would be seen by the individual as 
more uncontrollable and hence more negative. 

In summary, while earlier studies suggested that 
panic disorder is preceded by major life events in about 
80% of those who suffer from the disorder (1), this 
study provided data to suggest that the number of such 
events may be no greater than that found for subjects 
with other anxiety disorders or for nonanxious sub- 
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jects. However, consistent with earlier findings (5, 12), 4. 


the data suggest that anxious subjects tend to perceive 
the impact of the life stressors that they have experi- 
enced as more negative than do nonanxious subjects. 6 
There are a number of possible explanations for this 


result, and prospective studies will be needed to select 7. 
from among them. š 
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Convergent Validity of Measures of PTSD 
in Vietnam Combat Veterans 


Miles E. McFall, Ph.D., Dale E. Smith, Ph.D., Douglas K. Roszell, M.D., 
David J. Tarver, Ph.D., and Kenneth L. Malas, M.D. 


The authors evaluated the convergent validity of 
several widely used psychometric tests of posttraumat- 
ic stress disorder (PTSD) symptoms against DSM-III-R 
criteria for PTSD in 130 Vietnam combat veterans. 
Significant positive correlations were found between 
these instruments and the number of DSM-III-R symp- 
toms endorsed, supporting the validity of psychomet- 
ric instruments as continuous measures of PTSD 
symptom severity. The various psychometric measures 
also correlated moderately with one another, suggest- 
ing that they assess related but somewhat separate 
PTSD phenomena. Finally, predicted relationships 
between stressors and symptoms were supported by 
significant correlations between degree of traumatic 
combat exposure and DSM-III-R and psychometric in- 
dexes of PTSD. 

(Am J Psychiatry 1990; 147:645-648) 


he recently completed National Vietnam Veterans 

Readjustment Study estimated that 479,000 Viet- 
nam veterans suffer from posttraumatic stress disorder 
(PTSD) and that an additional 350,000 veterans have 
partial PTSD (1). Development of valid diagnostic in- 
struments is essential for identifying these troubled vet- 
erans, for treatment planning, for quantification of 
symptom severity in research studies, and for decision 
making regarding disability compensation. 

A number of psychometric tests have been devel- 
oped to measure PTSD symptoms, including the Im- 
pact of Event Scale (2), the PTSD subscale of the 
MMPI (3), and the Mississippi Scale for Combat-Re- 
lated PTSD (4). These measures are highly reliable and 
accurately discriminate combat veterans with PTSD 
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from various comparison groups (1). In a number of 
validation studies (1, 3—5), scores for these instruments 
have been identified that optimize the percentage of 
individuals correctly classified as having or not having 
PTSD (sensitivity and specificity). Validation studies 
conducted to date, however, have not provided infor- 
mation regarding the association between quantitative 
scores on these psychometric measures and the degree 
of severity of PTSD assessed by DSM-III-R criteria. It 
is important to establish that psychometric indexes are 
sensitive to gradations in PTSD symptoms, since psy- 
chiatric disorders may be usefully conceptualized in 
dimensional rather than purely categorical terms (6). 
Moreover, measures that validly assess PTSD on a con- 
tinuum of severity may be useful in clinical situations, 


_ where quantification of the degree of symptom severity 


is necessary (e.g., subthreshold levels of the disorder 
where the requisite number of symptoms are not en- 
dorsed to establish the diagnosis), and in research stud- 
ies, where interval scale measures of PTSD can serve as 
outcome variables and as covariates that predict re- 
sponsiveness to experimental procedures. 

One purpose of the present study is to provide con- 
vergent validation of widely used psychometric tests as 
continuous measures of PTSD symptoms identified by 
DSM-III-R criteria. We also investigated which of 
these psychometric indexes are most highly associated 
with or predictive of DSM-III-R PTSD symptoms. 
In addition, we examined the correlation of these psy- 
chometric instruments with one another in order to 
evaluate the extent to which they measure the same 
psychological phenomena. Finally, since degree of trau- 
matic stress is presumed to be etiologically related to 
development and severity of PTSD (7), we evaluated 
the expected positive association between measures of 
PTSD and intensity of traumatic exposure. 


METHOD 
Subjects 

The subjects were 130 Vietnam combat veterans ze- 
ferred to the Seattle VA Medical Center PTSD Clinical 


Team for diagnosis and intervention. Seventy-seven 
(59%) of the patients were referred from inpatient psy- 
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chiatry units, and 53 (41%) were evaluated as outpa- 
tients. The subjects’ meantSD age was 40.943.2 
years. The sample was largely Caucasian (110 sub- 
jects—84.6%), but black (N=10—7.7%), Native 
American (N=4—3.1%), Hispanic (N=3—2.3%), 
and Asian (N=3—-2.3%) veterans were also repre- 
sented. All subjects had a history of combat duty in the 
Army (N=88—67.7%), Marines (N=27—20.8%), 
Navy (N=9—~6.9%), or Air Force (N=6—4.6%). 
Subjects’ mean+SD score was 9.4+3.3 on the Revised 
Combat Scale, a 14-point scale on which a score of 10 
or above indicates high combat exposure (8). One hun- 
dred fifteen (88.5%) of the subjects met full DSM-III- 
R criteria for PTSD, and the remaining 15 subjects 
(11.5%) had subthreshold levels of the disorder. 


Assessment Instruments and Procedure 


Structured Clinical Interview for DSM-III-R (SCID- 
R) (9). We used the SCID-R to make the DSM-III-R 
diagnosis of PTSD. This instrument provides opera- 
tional criteria for assessing the 17 symptoms of PTSD 
within the criterion categories of reexperiencing, 
numbing-avoidance, and physiological arousal. The 
SCID-R was administered by Board-certified psychia- 
trists (D.K.R. and K.L.M.) and clinical psychologists 
(M.E.M. and D.E.S.) who had several years of experi- 
ence in assessment and management of combat-related 
PTSD. Interrater agreement was assessed by having 
two clinicians (D.K.R. and D.E.S.) complete the SCID- 
R on a randomly selected subsample of 10 patients. 
Agreement on the decision to assign a diagnosis of 
PTSD was 100%. For each patient, the number of 
symptoms positively endorsed was summed to arrive 
at an index of PTSD symptom severity. 

Impact of Event Scale. The Impact of Event Scale (2) 
is a 15-item scale measuring two core phenomena of 
PTSD: 1) ideational and affective reexperiencing of 
traumatic events and 2) defensive avoidance and/or 
denial of trauma-related memories and emotions. Zil- 
berg et al. (10) reported the interscale correlation to be 
0.42, indicating that these dimensions assess separate 
but related phenomena. Several studies have demon- 
strated excellent discriminant validity for the Impact 
of Event Scale in distinguishing patients with PTSD 
symptoms from traumatized asymptomatic control 
subjects in military and nonmilitary populations (1, 5, 
10). Mean scores for Vietnam combat veterans have 
been reported to be 25.6 for the intrusion subscale and 
27.7 for the avoidance subscale (1). 

PTSD subscale of the MMPI. The PTSD subscale of 
the MMPI (3) consists of 49 items from the MMPI 
found to discriminate psychiatric patients with mixed 
diagnoses but no PTSD from Vietnam combat veterans 
with PTSD diagnosed by elaborate psychophysiologi- 
cal and interview procedures. A minimum subscale 
score of 30 has been used as the criterion indicating the 
presence of PTSD. Correct classification of PTSD and 
non-PTSD subjects has ranged from. 66% to 82% in 
various studies (1, 3, 11, 12). 
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Mississippi Scale for Combat-Related PTSD. The 
Mississippi Scale for Combat-Related PTSD (4) is a 
35-item Likert-scaled questionnaire originally devel- 
oped to assess DSM-III PTSD symptoms and various 
associated features in Vietnam veterans who had been 
exposed to combat. The Mississippi scale has high in- 
ternal consistency (alpha=0.94). A score above 106 
has been shown to have high sensitivity (93%) and 
specificity (89%) in discriminating combat veteran pa- 
tients with PTSD from noncombat Vietnam-era psy- 
chiatric patients and nonpatient Vietnam veterans (4). 
Subsequent validation studies of the Mississippi scale 
have found similarly high levels of sensitivity and spec- 
ificity in discriminating patients with PTSD from var- 
ious non-PTSD control subjects (1, 13). 

Vietnam Era Stress Inventory. The Vietnam Era 
Stress Inventory (unpublished 1984 paper by J.P. Wil- 
son and G.E. Krauss) was administered to assess ex- 
posure to specific stressors in the Vietnam conflict. 
Forty items of the 44-item inventory were adminis- 
tered that have been shown, through factor analysis, to 
define dimensions of injury or death and exposure to 
ecological stressors (13; unpublished 1984 paper by 
J.P. Wilson and G.E. Krauss). Reliability analysis has 
demonstrated high internal consistency for the total 
scale (alpha=0.94), and corrected correlations be- 
tween items and the total score averaged 0.50 (13). 

Patients were administered the SCID-R, the psy- 
chometric instruments, and the Vietnam Era Stress 
Inventory during the course of a 48-hour clinical 
assessment. 


RESULTS 


Table 1 presents the matrix of Pearson product-mo- 
ment correlation coefficients among measures. Statis- 
tically significant positive correlations were obtained 
between the SCID-R and all psychometric indexes of 
PTSD. The strongest relationship was clearly with the 
Mississippi Scale for Combat-Related PTSD, which ac- 
counted for 42% of the variance in PTSD symptoms 
measured by the SCID-R. A stepwise multiple regres- 
sion analysis was performed to predict SCID-R scores 
from psychometric measures of PTSD and combat ex- 
posure. In this analysis, only the Mississippi scale en- 
tered the equation, indicating that the other measures 
did not contribute to prediction of SCID-R scores be- 
yond the Mississippi scale. 

Correlations among psychometric measures of 
PTSD showed a moderately strong association be- 
tween the Mississippi scale and the Impact of Event 
Scale total score and intrusion subscale. The Missis- 
sippi scale also showed a strong positive correlation 
with the PTSD subscale of the MMPI. The relationship 
between the Impact of Event Scale avoidance subscale 
and the Mississippi scale, although statistically signifi- 
cant, was considerably weaker, and the correlation of 
the Impact of Event Scale avoidance subscale with the 
PTSD subscale of the MMPI did not reach statistical 
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TABLE 1. Vietnam Veterans’ Scores on Measures of PTSD and Correlations Between Measures 


Mississippi Scale for 


___Score Combat-Related 

Measure Mean SD PTSD 
SCID-R (N=102)* 10.9 3.7 0.65" 
Mississippi Scale for 

Combat-Related 

PTSD (N=121) 127.3 19.0 — 
Impact of Event Scale 

(N=115) 

Total 55.7 10.6 —_ 

Intrusion 27.6 6.8 — 

Avoidance 28.2 6.2 
MMPI PTSD subscale 

(N=108) 32.2 9.9 ~— 
Vietnam Era Stress 

Inventory’ 90.4 26.8 ~ 


Correlation (r) 





MMPI Vietnam 
Impact of Event Scale PTSD Era Stress 
Total Intrusion Avoidance Subscale Inventory 
0.48 0.49% 0.32° 0.46" 0.31° 
0.53° 0.56" 0.29° 0.71° 0.44> 
0.83° 0.80° 0.33? 0.19 
m — 0.32° 0.33? 0.19 
= = 0.21 0.11 
= = = ae 0.25 


*Values represent the number of PTSD symptoms endorsed. SCID-R symptom total scores could not be computed for 28 patients because these 
patients provided unscorable responses to some symptom items. Some patients were not given or did not complete some psychometric scales 


because of nonsystematic exigencies in the clinical setting. 
'5<0.001, two-tailed. 
“p<0.01, two-tailed. 


Vietnam Era Stress Inventory items were scored on a 5-point Likert scale (range=O0—4). The total score possible for the 40 items was 160. 


significance. Consistent with this trend, the Impact of 
Event Scale avoidance subscale showed the weakest 
association with the SCID-R compared with all of the 
other psychometric indexes. 

Finally, only the SCID-R and the Mississippi scale 
showed statistically significant positive correlations 
with level of combat exposure. The variance accounted 
for by the Mississippi scale in this correlation was over 
twice that explained by the correlation of the SCID-R 
with combat exposure (19.4% versus 9.8%). 


DISCUSSION 


The Mississippi Scale for Combat-Related PTSD, 
the Impact of Event Scale total score and intrusion and 
avoidance subscales, and the PTSD subscale of the 
MMPI were found to be significantly correlated with 
degree of DSM-III-R PTSD symptoms, as operation- 
alized by the SCID-R. Correlations between the SCID- 
R and psychometric indexes of PTSD may have been 
attenuated somewhat because of the restricted range of 
variability in subjects studied, who had high levels of 
combat exposure and PTSD symptoms. Nevertheless, 
there is substantive empirical support for the conver- 
gent validity of psychometric indexes of PTSD as con- 
tinuous measures of the disorder as it varies along a 
dimension of severity. The evidence provided here sug- 
gests that these psychometric measures may be useful 
as quantitative indexes of PTSD symptom severity for 
clinical and research purposes. 

The Mississippi scale was found to have the highest 
degree of association with the SCID-R among all the 
psychometric measures studied. This finding may re- 
flect the fact that the Mississippi scale is the only meas- 
ure designed to assess DSM-III PTSD symptoms in 
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Vietnam veterans who have been exposed to combat. 
The utility of the Mississippi scale , in particular, was 
supported as being a cost-effective means for diag- 
nostic screening and case finding that corresponds rea- 
sonably well to a more elaborate interview method of 
assessment (the SCID-R). The relatively lower cor- 
relations of the Impact of Event Scale total score and 
subscales with the $CID-R may have occurred because 
the Impact of Event Scale measures a more restricted 
range of PTSD phenomena and was not specifically 
developed to assess combat-related PTSD in a Vietnam 
veteran population. Likewise, the correlation of the 
PTSD subscale of the MMPI with the SCID-R was 
lower than that obtained between the Mississippi scale 
and the SCID-R. This may have occurred because 
items of the PTSD subscale of the MMPI were ab- 
stracted from the MMPI rather than being originally 
written to assess the unique symptom profile of PTSD 
consistent with DSM-III-R criteria. 

Psychometric measures of PTSD were moderately 
related to one another, with the exception of the Im- 
pact of Event Scale avoidance subscale. Correlations of 
such moderate magnitudes indicate that the instru- 
ments measure related but somewhat separate phe- 
nomena. The Mississippi scale, the PTSD subscale of 
the MMPI, and the Impact of Event Scale (total score 
and intrusion subscale) all contain items that assess 
intrusive sensory experiences, which may account for 
the positive covariation among these instruments. 
However, notable differences in the scope and content 
of PTSD-related characteristics measured by the dif- 
ferent tests may have tempered their intercorrelation. 
For example, factor analysis has shown the Mississippi 
scale to measure dimensions other than intrusive reex- 
periencing and emotional numbing and/or avoidance, 
including interpersonal problems, emotional lability 
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and anger, and social alienation (4, 13). The low cor- 
relation of the Impact of Event Scale avoidance sub- 
scale with the other instruments may have resulted 
from the fact that its items specifically inquire about 
attempts to avoid intrusive affects and memories asso- 
ciated with traumatic events. Conversely, relatively 
fewer items on the SCID-R and the Mississippi scale 
address this phenomenon directly. Instead, these in- 
struments focus more on other facets of the numbing 
and/or avoidance spectrum of symptoms (e.g., gener- 
alized emotional numbing, social estrangement, and 
depressive features). In any event, all of these psycho- 
metric measures assess at least part of the symptom 
domain of PTSD and its associated features and pro- 
vide an economical means of corroborating diagnostic 
impressions gathered by means of interview. 

The association between SCID-R symptom endorse- 
ment and level of traumatic combat exposure (the 
Vietnam Era Stress Inventory) was statistically signifi- 
cant. This finding, albeit modest, substantiates the pre- 
dicted relationship between stressors and symptoms, 
thereby contributing to the construct validity of the 
PTSD diagnosis, which presumes etiological signifi- 
cance of stressor severity. Relative to the SCID-R and 
the other psychometric measures of PTSD symptoms, 
the Mississippi scale was most sensitive to variation in 
degree of combat exposure. The significant correla- 
tions of the Vietnam Era Stress Inventory with the 
SCID-R and Mississippi scale are consistent with well- 
documented findings that magnitude of combat expo- 
sure is an important predictor of PTSD symptoms (1, 
8). The Mississippi scale and Vietnam Era Stress 
Inventory are both questionnaire methods of assess- 
ment, whereas the SCID-R uses an interview format. 
These differences may partially explain the relatively 
strong correlation between the Mississippi scale and 
the Vietnam Era Stress Inventory, compared with that 
found between the SCID-R and Vietnam Era Stress 
Inventory. 

At this early stage of knowledge, it is probably best 
to use multiple indicators of PTSD symptoms, includ- 
ing a structured diagnostic interview to establish a cat- 
egorical diagnosis, and psychometric tests to assess de- 
gree of symptom involvement on a continuum of 
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severity. Further research is needed to cross-validate 
the findings of this study on different samples of vet- 
erans who have been exposed to combat. 
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Commentary 


Will We Save the Homeless Mentally Ill? 


H. Richard Lamb, M.D. 


Progress in alleviating the plight of the homeless 
mentally ill has been very slow and disappointing. Af- 
ter reviewing the needs of the homeless mentally ill, the 
author makes recommendations for immediate action. 
Extensive case management services should be imple- 
mented rather than simply discussed. All incompetent 
andlor dangerous or gravely disabled homeless men- 
tally ill persons should be brought to hospitals, invol- 
untarily if necessary. Cost-effective alternatives to hos- 
pitals with varying degrees of structure should be 
provided. Involuntary mechanisms such as conserva- 
torship and outpatient commitment should be used 
when needed. The emphasis should be on timely trans- 
fer to acceptable treatment and living situations rather 
than waiting for the ideal. 

(Am J Psychiatry 1990; 147:649-651) 


here has been much discussion about but very 

little definitive action on behalf of the homeless 
mentally ill, a problem whose very existence can only 
be considered incredible in a modern affluent nation. 
My purpose here is to advocate doing what is neces- 
sary to deal expeditiously and definitively with this 
problem. 


WHAT THE HOMELESS MENTALLY ILL NEED 
The recommendations of APA’s Task Force on the 


Homeless Mentally Ill (1), if implemented, would 
probably greatly reduce the prevalence of homeless- 
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ness among people with major mental illness. The task 
force saw homelessness as but one symptom of the 
problems besetting the chronically mentally ill gener- 
ally in the United States and called for a comprehensive 
and integrated system of care for the chronically men- 
tally ill to address the underlying problems that cause 
homelessness. Such a system would include an ade- 
quate number and range of supervised, supportive 
housing settings; a well-functioning system of case 
management; adequate, comprehensive, and accessible 
crisis intervention, both in the community and in hos- 
pitals; less restrictive laws on involuntary treatment; 
and ongoing treatment and rehabilitative services, all 
provided assertively through outreach when necessary. 

Little has been done, however, to implement these 
recommendations since they were published in 1984. 
Some welcome exceptions are the current outreach 
services in New York City that include bringing pa- 
tients to hospitals involuntarily, the implementation of 
case management strategies in some jurisdictions, and 
the broadening of civil commitment in some states, 
including outpatient commitment. Generally, when 
anything has been done, it has too often relied primar- 
ily on shelters. Although they are a necessary emer- 
gency resource, shelters address the symptom and do 
not get at the root of the problem; they are only tem- 
porary solutions from night to night. 

The very fact that the homeless mentally ill are of- 
fered such facilities as shelters implies an acceptance by 
society of the principle that it is a basic right of the 
mentally ill, irrespective of their mental status and lack 
of competence, to refuse treatment and appropriate 
housing and live on the streets instead. There they live 
a life characterized by dysphoria and deprivation, can 
be victimized by any predator, and can develop life- 
threatening medical problems because of lack of med- 
ical intervention. Should the chronically and severely 
mentally ill have the right to “choose” such a life style 
without regard to their lack of competence to make 
such a decision? I think not. This is a cruel interpreta- 
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tion of the basic principles of civil rights that are so 
important to all of us in the United States. 

Even a partial implementation of the recommenda- 
tions of the APA task force would make a difference. 
Case management is an example. In a well-functioning 
system of case management, every chronically men- 
tally ill person would be on the caseload of a mental 
health agency that would provide assertive outreach 
services, have sufficient staff to work intensively with 
these patients, take full responsibility for individual- 
ized treatment planning, link patients to needed re- 
sources, and monitor them so that they not only re- 
ceive the services they need but are not lost to the 
system. It is reasonable to assume that such a system of 
case management would result in many more chroni- 
cally mentally ill persons receiving services, including 
housing. Moreover, much of this could be accom- 
plished on a voluntary basis. In such a situation, the 
number of homeless mentally ill would undoubtedly 
decrease. 

Can we wait still longer for this to happen? Case 
management has been much discussed, but in too 
many jurisdictions little has been done to implement it. 
There is every indication, especially in our larger cities, 
where a high proportion of the homeless mentally ill 
are, that not only are there insufficient funds to do this 
but the bureaucracies are too ponderous and inefficient 
(2) to set up a comprehensive and competent case man- 
agement system for the homeless mentally ill even if 
they had the funds. 

Moreover, a large proportion of the homeless men- 
tally ill tend to be resistant to taking psychotropic 
medications, to treatment generally, and to accepting 
any living situation. For instance, in funding a large- 
scale program designed to help the homeless mentally 
ill, the state legislature of California stipulated that 
services funded by this program could only be volun- 
tary. An independent evaluation of this program (3) 
showed that, on average, about 30% of the homeless 
mentally ill refused housing placements offered to 
them as a result of voluntary outreach case manage- 
ment, the primary modality of the program. 

Because of their illnesses, many mentally ill individ- 
uals are unable to take advantage of living situations 
available to them. For instance, a recent study (4) 
found that some homeless mentally ill persons had 
places to live but were too paranoid to live there. The 
disabling functional deficits of major mental illness ap- 
pear to be important contributing factors to homeless- 
ness among the mentally ill. These deficits include dis- 
organized thinking and actions, poor problem-solving 
skills, and an inability to mobilize themselves due to 
depression. These are crucial deficits that should lead 
us to intervene, preferably with the patient’s consent 
but without it if necessary. Still another major problem 
with a high proportion of the homeless mentally ill 
(probably two-thirds or more) is serious substance 
abuse problems over which these patients have little if 
any control, 
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What then should we do? First of all, the chronically 
mentally ill must be our highest priority in public men- 
tal health. A large proportion of public mental health 
funding, now used for other activities, should be 
shifted to the care and treatment of the chronically 
mentally ill, which would, of course, include the home- 
less mentally ill. 

We need to take action without waiting for the ideal 
to happen. We want to have comprehensive and coor- 
dinated mental health systems that would engage the 
homeless mentally ill and help many of them voluntar- 
ily accept treatment and suitable living arrangements. 
But the homeless mentally ill cannot’ wait decades for 
these systems to be established. Moreover, many 
homeless mentally ill persons will not accept services 
even with assertive outreach case management. In the 
meantime, if homeless persons with major mental ill- 
ness are incompetent to make a decision with regard to 
accepting treatment and/or present a danger to them- 
selves or others or are gravely disabled, then I believe 
that outreach teams including psychiatrists should 
bring all of these patients to hospitals, involuntarily if 
need be. No person meeting these criteria should be 
left living on the streets. 

Do these persons have a right to live on the streets? 
It is my belief that the question should be phrased 
differently—Does society have the right to deny invol- 
untary treatment to this population? I believe the an- 
swer is no and that these persons have a right to in- 
voluntary treatment (5, 6). Although being a danger to 
themselves or others or gravely disabled is a primary 
issue here and serves as legal and clinical grounds for 
depriving these persons of their “liberty,” there are 
other fundamental questions. Are we physicians who 
care for the sick or are we not? Are we a caring society 
or are we not? 

Although there has been hesitancy on the part of 
some professionals to use involuntary hospitalization, 
studies have shown that, after they have gone into re- 
mission, a large proportion of patients who had re- 
fused treatment state that their involuntary hospital- 
ization was appropriate (7, 8). 

If after a relatively brief hospitalization (a few weeks 
to a few months), mentally ill individuals can be placed 
voluntarily in a suitable living situation with built-in 
ongoing treatment, then we need to have these re- 
sources available. I believe that although we should 
have high standards for treatment and supportive 
housing, we cannot in good conscience leave the home- 
less mentally ill on the streets while we wait for such 
resources to be developed. In the short run we should 
settle for resources that are acceptable if not ideal. 
Moreover, cost has to be a consideration. We have to 
work within the limits of what society is willing to pay. 

Many chronically mentally ill people also need such 
mechanisms as conservatorship, outpatient commit- 
ment, and payees to assist with money management, 
and these should be provided as long as the patient is 
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in need of this kind of structure in the community. By 
giving up a little of their liberty, many patients can 
remain outside of hospitals and thus retain most of 
their liberty. 

It is important that we recognize the needs of the 
homeless mentally ill. We need to recognize that the 
great majority need supervised housing; mainstream 
housing where persons live alone in their own apart- 
ments and have to manage by themselves is beyond the 
capability of the great majority of this population. 
Structure is a crucial concept; the needs of the home- 
less mentally ill fall on a continuum from modest 
amounts to moderate amounts to highly structured sit- 
uations. It hardly needs to be stated that psychotropic 
medications are crucial, including neuroleptics, antide- 
pressants, lithium, and others. 

We are probably attempting to treat many patients 
in the community who cannot be managed in open 
community settings (9). These persons have a need for 
structure in terms of a controlled living situation where 
their taking of medications is supervised and they are 
given as much freedom as they can handle but not 
more. For many, this will mean a locked setting. An 
active schedule of activities is for many patients an- 
other important way of providing structure. 

Whether a patient needs a moderate or a high degree 
of structure should not be seen as an ideological issue 
but, rather, a clinical decision based on a pragmatic 
assessment of the needs of each individual patient. 
Does the patient have sufficient internal controls to 
organize himself or herself to cope with life’s de- 
mands? To what degree do we need to add external 
structure to compensate for a lack of internal controls? 

Some patients need more highly structured ongoing 
residential care in intermediate care facilities, such 
as California’s locked skilled nursing facilities with 
special programs for psychiatric patients (10). These 
private sector facilities have demonstrated that 
good-quality care can be provided at a relatively mod- 
est cost, compared, for instance, with reopening state 
hospitals. 

A relatively large group of patients who need highly 
structured 24-hour care are many of those with dual 
diagnoses—major mental illness and serious substance 
abuse problems. Probably no activity contributes more 
to staff burnout than trying to treat the more difficult 
patients with dual diagnoses in open settings. 
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A small but important minority of the homeless 
mentally ill need the highly structured setting that state 
hospitals provide. This should be high-quality care. 
But again there will be times when we cannot wait for 
the ideal. If funds are not available, it is more humane 
to place these patients in hospitals where the charts 
and even the staffing standards do not meet the stand- 
ards of the Joint Commission on Accreditation of 
Healthcare Facilities than to leave these neglected hu- 
man beings on the streets. 

It is my belief that the time for endless (and fruitless) 
discussion is long past. There has been more than 
enough wringing of hands. The time for action is over- 
due. What needs to be done is abundantly clear. We 
need to be bold and strong of will. We must be pre- 
pared to mount a large-scale operation that will give 
relief to all of the homeless mentally ill. The fate of 
these persons with such great needs and at such great 
risk cannot be left in the hands of the fainthearted. 
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Neuroleptic Addition in Fluvoxamine-Refractory 
Obsessive-Compulsive Disorder 


Christopher J. McDougle, M.D., Wayne K. Goodman, M.D., Lawrence H. Price, M.D., 
Pedro L. Delgado, M.D., John H. Krystal, M.D., Dennis S. Charney, M.D., 
and George R. Heninger, M.D. 


Nine of 17 patients with obsessive-compulsive dis- 
order responded when neuroleptic was added to flu- 
voxamine with or without lithium. Comorbid oc- 
currence of tic spectrum disorders or of schizotypal 
personality disorder was associated with response. Ab- 
normalities in brain dopamine and serotonin may be 
implicated in such patients. 

(Am J Psychiatry 1990; 147:652--654) 





Ithough drug response data suggest that serotonin 

reuptake inhibition is critical to the treatment of 
obsessive-compulsive disorder, many patients with the 
disorder do not respond to agents that possess this 
effect (1). It is conceivable that this subgroup of pa- 
tients has neurochemical abnormalities different from 
or in addition to serotonin dysregulation. 

In this study, neuroleptic was added to ongoing 
treatment in obsessive-compulsive patients unrespon- 
sive to fluvoxamine with or without lithium. These 
cases were reviewed to determine whether comorbid 
tic spectrum disorders or schizotypal personality dis- 
order were associated with a positive response to the 
addition of neuroleptic. Tic spectrum disorders were 
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examined because of clinical and genetic overlap be- 
tween obsessive-compulsive disorder and Tourette’s 
disorder (Tourette’s syndrome) (2) and because halo- 
peridol and pimozide are effective drugs for treating 
tics and Tourette’s disorder (3). The presence of 
schizotypal personality disorder was considered be- 
cause of the efficacy of low-dose neuroleptic in this 
disorder (4). 


METHOD 


Nine inpatients and eight outpatients (10 women 
and seven men; meantSD age=33.5+12.7 years) par- 
ticipated in this study. All patients met DSM-III-R cri- 
teria for primary obsessive-compulsive disorder, and 
all patients gave written informed consent to partici- 
pate in the study. All 17 patients had been unrespon- 
sive to a placebo-controlled trial of fluvoxamine with 
or without lithium. They had received placebo for 2 
weeks and fluvoxamine (mean+SD dose=291+26.4 
mg/day) for a mean of 7.7+2.3 weeks, followed by lith- 
ium augmentation in 13 of the patients (mean dose= 
1038+155.7 mg/day) for a mean of 3.20.8 weeks. 

Criteria for lack of response to fluvoxamine with or 
without lithium included 1) less than 35% improve- 
ment on the Yale-Brown Obsessive-Compulsive Scale 
(copy available from Dr. Goodman on request), 2) no 
better than minimal improvement on the Clinical 
Global Impression (CGI) scale (5), and 3) consensus of 
the treating clinician and unit chiefs that the patient 
was unimproved. Yale-Brown Obsessive-Compulsive 
Scale scores had decreased only 11% (mean raw score 
decrease=3.14£4.5; t=2.9, df=16, p<0.01) before 
neuroleptic addition. 

Neuroleptic was added to fluvoxamine plus lithium 
in nine patients and to fluvoxamine alone in eight 
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TABLE 1. Ratings of Obsessive-Compulsive Patients Before and After Addition of Neuroleptic to Fluvoxamine Treatment With or Without 








Lithium 
Baseline 

Rating Instrument N Mean SD 
Yale-Brown Obsessive- 

Compulsive Scale 15 25.1 16.9 
Hamilton Rating Scale 

for Depression 14 28.0 9.9 
Hamilton Rating Scale 

for Anxiety 14 18.7 8.6 


Score 
After 
Neuroleptic Paired t Test 
Mean SD t df p 
16.1 10.0 4.0 14 <0.001 
21.4 11.6 2.6 13 <0.02 
13.5 5.5 2.5 13 <0.03 





patients. Fourteen patients received pimozide (mean 
dose=6.5+5.4 mg/day), two patients received thiorid- 
azine, 100 mg/day and 75 mg/day, respectively, and 
one patient received thiothixene, 6 mg/day. Neurolep- 
tic treatment lasted 2-8 weeks (mean=4.7+1.9 
weeks). Except for low-dose benzodiazepines for sleep, 
no other drugs were administered. Formal behavior 
therapy was not given. 

Severity of obsessive-compulsive symptoms was 
rated with the Yale-Brown Obsessive-Compulsive 
Scale. Depressive and anxiety symptoms were rated on 
a modified version of the Hamilton Rating Scale for 
Depression (24-item, obsessive-compulsive item ex- 
cluded) (6) and on the Hamilton Rating Scale for Anx- 
iety (7). Global response was assessed with the CGI, 
and responders were defined as “much improved” or 
“very much improved.” 

These 17 cases of obsessive-compulsive disorder 
were reviewed by a rater blind to outcome to deter- 
mine whether concurrent tic spectrum disorders or 
schizotypal personality disorder was present. Although 
no standardized interview was used, full syndromal 
expression meeting DSM-III-R criteria was required 
for a diagnosis of a tic spectrum disorder (Tourette’s 
disorder or chronic motor or vocal tic disorder) or 
schizotypal personality disorder. 

All statistical tests were two-tailed, with significance 
set at p<0.05 unless otherwise indicated. 


RESULTS 


For the entire sample, addition of neuroleptic was 
associated with a significant decrease in scores on the 
Yale-Brown Obsessive-Compulsive Scale (mean+SD 
decrease=9.1+8.9), the Hamilton depression scale 
(6.9+10.0), and the Hamilton anxiety scale (5.4+8.2) 
(table 1). On the basis of the CGI criterion, nine (53%) 
of 17 patients were judged to be responders after ad- 
dition of neuroleptic to fluvoxamine with or without 
lithium. There was a 62% decrease in Yale-Brown Ob- 
sessive-Compulsive Scale scores for responders (mean 
raw score decrease=14.8+7.7; t=5.4, df=7, p<0.001). 
T tests revealed no significant differences between re- 
sponders and nonresponders in age, duration of treat- 
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ment with fluvoxamine with or without lithium before 
the addition of neuroleptic, or baseline ratings of se- 
verity on the Yale-Brown Obsessive-Compulsive Scale 
or the Hamilton scales. Fisher’s exact tests revealed no 
significant differences between responders and nonre- 
sponders with regard to sex, inpatient versus outpa- 
tient status, or treatment with versus without lithium. 
Seven (88%) of eight patients with comorbid tic spec- 
trum disorders or schizotypal personality disorder 
were responders, whereas only two (22%) of nine pa- 
tients without these diagnoses were responders (p=0.92, 
Fisher’s exact test). 

More than half of the patients experienced mild to 
moderate extrapyramidal side effects after the addition 
of neuroleptic. One patient developed dystonic symp- 
toms requiring discontinuation of pimozide. In gen- 
eral, however, the combination was well tolerated. 


DISCUSSION 


This open trial suggests the efficacy of neuroleptic 
addition in the treatment of obsessive-compulsive pa- 
tients who do not respond to an adequate trial of flu- 
voxamine with or without lithium. Nine of the 17 pa- 
tients were judged responders. Comorbid occurrence 
of tic spectrum disorders or schizotypal personality 
disorder was associated with a positive response to 
addition of neuroleptic. These findings generate some 
critical questions. 

Did improvement result from fluvoxamine with or 
without lithium alone, neuroleptic alone, or a syner- 
gistic action of fluvoxamine with or without lithium 
combined with neuroleptic? In the present study, 13 
patients who received lithium completed a mean 10.9- 
week fluvoxamine trial and four patients who did not 
receive lithium completed a mean 7.7-week fluvoxa- 
mine trial before the addition of neuroleptic. The lack 
of clinically significant change despite adequate dura- 
tion of treatment (1) argues against a primary fluvox- 
amine effect. Moreover, response was unrelated to 
treatment duration. However, the study design cannot 
exclude the possibility that patients may have im- 
proved simply because duration of their treatment 
with fluvoxamine was longer. 
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_ To our knowledge, there are no controlled studies 
evaluating lithium augmentation in obsessive-compul- 
_sive disorder. However, even though therapeutic se- 
rum lithium levels were attained in the current study, 
treatment with lithium during combined fluvoxamine- 
neuroleptic therapy (in nine patients) did not differen- 
tiate responders from nonresponders. 
Although there are reports of the successful treat- 
ment of obsessive-compulsive disorder with neurolep- 
tic alone, most results have been disappointing (8). A 
direct effect of neuroleptic in our patients cannot be 
_ excluded without double-blind trials. However, be- 

cause of the frequency of toxic side effects and because 
of the efficacy of the serotonin reuptake inhibitors, 
neuroleptics should not be used as the first treatment 
for obsessive-compulsive disorder. 

The results of this study suggest that the use of neu- 
roleptic and fluvoxamine with or without lithium may 
result in a greater net therapeutic effect than either 
treatment alone in some patients with obsessive-com- 
pulsive disorder. Given the complex interactions be- 
tween dopamine and serotonin in the brain (9), the 
simultaneous operation of serotonin reuptake inhibi- 
tion and dopamine receptor antagonism may actually 
yield a synergistic therapeutic effect. 

Can clinical predictors of response to this combina- 
tion treatment strategy be identified in obsessive-com- 
pulsive patients? This study identified tic spectrum dis- 
orders and schizotypal personality disorder as 
comorbid diagnoses associated with response to neu- 
roleptic addition. Tourette’s disorder has been linked 
to obsessive-compulsive disorder by genetic studies (2). 
The symptoms of Tourette’s disorder are reduced with 
haloperidol and pimozide (3), suggesting that in- 
creased dopamine function may contribute to the 
pathophysiology of this disorder. 

The efficacy of low-dose neuroleptic alone in treat- 
ing schizotypal personality disorder has been demon- 
strated (4), Although Jenike et al. (10) reported that 
comorbid obsessive-compulsive disorder and schizo- 
typal personality disorder were predictive of a poor 
response to both pharmacotherapy and behavior ther- 
apy, it is unlikely that systematic trials of combined 
neuroleptic and serotonin reuptake inhibitor were used 
in their ‘‘schizo-obsessive’’ patients. 
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In summary, a time-limited trial of neuroleptic ad- 
dition, with reassessment at regular intervals, may be 
warranted in patients with severe, treatment-refractory 
obsessive-compulsive disorder. However, because of 
the toxicity associated with neuroleptics, adequate tri- 
als of serotonin reuptake inhibitors (e.g., fluvoxamine, 
fluoxetine, clomipramine) should be completed before 
this coactive strategy is used. Further research is re- 
quired to confirm these findings and to determine 
whether clinical predictors of treatment response can 
be identified prospectively. These data suggest that 
with some obsessive-compulsive patients, both the ser- 
otonin and dopamine systems may be involved in the 
mediation of obsessive-compulsive symptoms. 
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Lithium Treatment for Cocaine Abusers 
With Bipolar Spectrum Disorders 


Edward V. Nunes, M.D., Patrick J. McGrath, M.D., 
Steven Wager, M.D., and Frederic M. Quitkin, M.D. 





An open trial of lithium carbonate showed little ef- 
ficacy for 10 cocaine abusers with bipolar spectrum 
disorders. It may be that the bipolar subgroup of co- 
caine abusers is heterogeneous and that only a fraction 
are lithium responsive. 

(Am J Psychiatry 1990; 147:655-657) 





Ithough hypothesized to have cocaine antagonist 

properties (1, 2), lithium proved no different from 
placebo and inferior to desipramine as a treatment for 
unselected cocaine abusers in a recent controlled trial 
(3). Nevertheless, the results of one small open trial 
(N=9) suggest that lithium might be effective in the 
subgroup of cocaine abusers with putative bipolar 
spectrum disorders, who may be self-medicating (4). 
We report a second open trial of lithium for 10 cocaine 
abusers with bipolar spectrum disorders. 


METHOD 


The subjects were 10 consecutive patients seeking 
treatment for cocaine dependence at our university- 
based outpatient clinic who also met the DSM-III-R 
criteria for a bipolar disorder. The patients were eval- 
uated by experienced research psychiatrists using a 
DSM-III-R checklist. Affective disorder was diagnosed 
only if its onset preceded the onset of all substance 
dependence disorders during the patient’s lifetime. The 
bipolar disorders were characterized by hypomania 
(bipolar disorder not otherwise specified) (patients 3— 
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6, 9, 10) or cyclothymia (patients 1, 2, 7, 8). There 
were no histories of full mania. Five patients met the 
lifetime criteria for major depression (patients 3, 4, 8, 
9) or dysthymic disorder (patient 2), and seven had 
lifetime histories of alcohol dependence (patient 7), 
other drug dependence (patients 5, 10), or both (pa- 
tients 1, 4, 6, 9). Five of the 10 (patients 1-4, 10) each 
had at least one first-degree relative with alcoholism. 
There were no clear-cut family histories of affective 
disorder, although the mothers of two patients (pa- 
tients 6, 7) were described as “moody,” and the 
mother of a third (patient 1) had had a “nervous 
breakdown” of unknown type. 

The sample included eight men and two women. 
Five were white, three were black, and two were His- 
panic. Four were unemployed. The mean+SD age was 
34+4 years. The mean+SD age at onset of cocaine 
dependence was 27:7 years, and the age at onset of 
first substance dependence was 21+5 years. Four used 
cocaine intranasally, one injected it intravenously, and 
five used freebase cocaine or crack. The average 
amount of cocaine used over the past year was 
4.1+3.7 g/week (range=1.0-13.0). The mean baseline 
score on the Hamilton Rating Scale for Depression was 
in the mildly depressed range (7.7+5.4). Only three 
patients (patients 3, 8, 9) had baseline scores higher 
than 10. 

Each patient met weekly with a research psychiatrist 
and a drug counselor. Participation in Cocaine Anon- 
ymous or Narcotics Anonymous was urged. After giv- 
ing informed consent, the patients received placebo for 
1 week on a single-blind basis and were then openly 
given lithium carbonate. The trial was intended to last 
12 weeks, but before that time six patients dropped 
out and one was removed because of nonresponse. 
However, eight patients received lithium for 6 or more 
weeks and had blood levels between 0.4 and 1.0 meq/ 
liter. 

Each week the patients were asked to report cocaine 
use, to complete the Cocaine Craving Scale (4) and the 
Cocaine High Scale (20 points each, based on 100-mm 
line), and to provide urine samples for determination 
of cocaine use. The Hamilton scale and the 28 hypo- 
mania and biphasic items of the General Behavior In- 
ventory (5) were administered biweekly. The General 
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TABLE 1. Response to Lithium of 10 Consecutive Cocaine Abusers With Bipolar Spectrum Disorders 

















Lithium Trial 
Route of 
Age Adminis- Dose Blood Level Length 
Patient (years) Race Sex tration (mg/day) (meqfliter) (weeks) Comments 
Nonresponders* 
1 34 White M Intravenous 600 0.1 3 Craving and mood unchanged 
2 33 White M  Free-base 600 — 3 Craving and mood unchanged; com- 
plaints of sedation 
3 32 White F Intranasal 1500 1.0 12 Craving and hypomania better; de- 
pression worse 
4 33 White M  Free-base 900 0.7 8 Craving better; mood unchanged 
5 40 Black M  Free-base 600 0.4 6 Craving unchanged; mood better; 
complaints of sedation 
6 31 Hispanic M  Free-base 900 0.8 8 Craving unchanged; mood better; 
complaints of sedation 
7 30 White M Intranasal 1200 0.7 7 Craving unchanged; mood depressed, 
“too even,” “miss the highs”® 
Responders* 
8 32 Black F Intranasal 600 0.6 12 Craving and mood better; sustained 
remission 
9 41 Black M Free-base 1200 0.8 9 Craving better; depression and alcohol 
abuse unchanged 
10 32 Hispanic M Intranasal 1500 0.7 12 Craving better; hyperthymia un- 





changed; stopped taking lithium and 
relapsed 








"Response defined as 3 consecutive cocaine-free weeks, confirmed by urine screening. 


Subsequently improved with imipramine, 
“Subsequently improved with fluoxetine. 


Behavior Inventory is rated by the patient; the possible 
raw scores range from 28 to 112. 

A favorable clinical response was defined as 3 con- 
secutive weeks of abstinence from cocaine, confirmed 
by urine screening, at any time during the trial. Mean 
changes from baseline to endpoint for cocaine use, 
craving, Hamilton score, and General Behavior Inven- 
tory hypomania score were tested with two-tailed 
paired t tests. 


RESULTS 


Most patients showed some reduction in cocaine 
use, but the mean decrease (0.74+1.63 g/week) was 
not statistically significant (t=1.32, df=8). As shown 
in table 1, only three of the 10 patients (patients 8—10) 
were cocaine free for 3 consecutive weeks. One of 
these (patient 9) had persistent depression and alcohol 
abuse and dropped out at week 9, and another (patient 
10) stopped taking lithium and relapsed just after week 
12. Only one (patient 8) achieved sustained cocaine 
abstinence. 

Five patients (patients 3, 4, 8-10) had some reduc- 
tion in craving, although the mean decrease (2.6+5.2) 
was not significant (t=1.58, df=9). Only one patient 
showed a decrease in cocaine euphoria (patient 8). 
Mood, particularly hypomania, was improved in five 
patients (patients 3, 5—8). The mean reduction in the 
scores on the General Behavior Inventory hypomania 
items neared significance (13.7+19.3; t=2.13, df=8, 
p<0.10). The mean reduction in Hamilton scores was 
slight (1.1+6.2; t=0.56, n.s.). Persistent depression 


656 


(patients 3, 7, 9) and complaints of sedation (patients 
2, 5, and 6) were common. 


DISCUSSION 


Lithium showed little efficacy in our sample of bi- 
polar cocaine abusers. The 30% response rate resem- 
bles that of the lithium and placebo groups in Gawin et 
al.’s controlled trial, which were not selected for bipo- 
larity (3). Further, two responses were transient. Only 
one patient achieved a stable remission. We were thus 
unable to replicate Gawin and Kleber’s favorable expe- 
rience with lithium in nine cyclothymic cocaine abus- 
ers (4). Several factors might explain this discrepancy. 

Our small sample size increases the likelihood of a 
type II error (i.e., false conclusion of lack of efficacy). 
Thus, further study with larger samples is needed. 

The majority of the patients in our sample were in- 
travenous or freebase users and five belonged to racial/ 
ethnic minorities, variables that may be associated 
with poor compliance or outcome (6). Nevertheless, 
the trial lengths and lithium blood levels were ade- 
quate for eight of the 10 patients. 

The high prevalence of past and family histories of 
alcoholism in these patients was also found among the 
bipolar subjects in our previous study (7). These pa- 
tients may have alcoholic rather than bipolar diathe- 
ses. Their mood swings may be caused by alcohol or 
drugs, resulting in misdiagnosis despite our attempt to 
historically identify antecedent affective disorder. A re- 
lated problem is that hypomanic and cyclothymic syn- 
dromes have shown poor diagnostic reliability (8). We 
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did not test reliability, but all diagnoses were discussed 
and agreed on by consensus at our clinical staff 
meeting. 

The absence of full manic syndromes and of family 
history of mania suggests that our patients may not 
have had bipolar I mood disorders. Family history data 
suggest that patients with bipolar II disorder are het- 
erogeneous, containing a subgroup with bipolar I dis- 
order, a unipolar subgroup, and a subgroup of bipolar 
II patients that “breeds true” (9). The latter may re- 
spond well to antidepressants alone (10). Two patients 
with persistent depression despite lithium treatment 
subsequently improved while taking antidepressants, 
as did another cocaine abuser with bipolar spectrum 
disorder, who came to us after failing to respond to 


lithium. A related issue is that these patients may con- 


sider sedation or loss of hypomania unwelcome; pa- 
tient 7 complained he felt “too even” and missed the 
“highs.” 

In summary, we suspect that cocaine abusers whose 
symptoms suggest bipolar spectrum disorders are het- 
erogeneous and that only a fraction will respond to 
lithium. The failure of our sample to respond to lith- 
ium may have no relevance to cocaine abusers with 
bipolar I disorder. When depressive symptoms pre- 
dominate, antidepressant medication might be tried as 
an adjunct to counseling in this group. 
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Patterns of Depressive Symptoms 
in Expectant and New Parents 


Valerie D. Raskin, M.D., Judith A. Richman, Ph.D., and Cheryl Gaines, M.D. 


Depressive symptoms were assessed in 86 couples 
during pregnancy and after childbirth. Although 
59.3% (N=51) of the couples contained at least one 
symptomatic spouse during the transition to parent- 
hood, both spouses were symptomatic in only 11.1% 
(N=4) of the affected couples during pregnancy and 
12.5% (N=4) after childbirth. 

(Am J Psychiatry 1990; 147:658-660) 





Ithough the birth of a child has been linked with 

greater negative mental health consequences for 
women than for men (1), the emotional impact on new 
fathers has received increasing attention (2). If the 
birth of a child is distressful for both men and women, 
an important question is the extent to which child- 
related distress in one member of a couple is shared by 
the other, Unfortunately, studies of the psychology of 
new parents often recruit husbands and wives sepa- 
rately (3) or exclude fathers altogether. The few studies 
of married couples during the transition to parenthood 
have compared groups of new fathers and mothers 
without considering the impact of one spouse’s distress 
on the other (4). 

Although careful studies of assortative mating have 
found little evidence of the phenomenon in affective 
disorders (5), there are several reasons that one might 
expect to find parallel levels of distress in spouses un- 
dergoing the transition to parenthood. In one study 
(6), severe psychopathology was found in two-fifths of 
husbands whose wives were admitted to the hospital 
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for postpartum psychiatric illness, and the wife’s psy- 
chiatric illness was hypothesized to be a possible etio- 
logic factor in the husband’s psychiatric illness. A 
study of couples undergoing treatment for infertility 
found that in one-third of distressed couples, both 
members were symptomatic, suggesting that for many 
couples shared stressors in the quest for parenthood 
may result in shared levels of distress (B.J. Berg, un- 
published manuscript, 1989). Finally, spouses’ assess- 
ments of marital satisfaction are significantly corre- 
lated during the transition to parenthood (7). 

To the extent that marital satisfaction may influence 
and be influenced by mood, depressive symptoms in 
new mothers and fathers might also be expected to be 
significantly correlated. However, to our knowledge, 
depressive symptoms in the couple as a unit of analysis 
have not been studied during the transition to parent- 
hood. We undertook to describe patterns of depressive 
symptoms in couples during late pregnancy and the 
postpartum period. Our hypothesis was that members 
of couples would experience comparable symptoms 
during the time covered by the study. We anticipated 
that having an affected spouse during a period of great 
psychosocial stress would be a risk factor for being 
distressed oneself. 


METHOD 


One hundred six married, physically healthy adult 
couples experiencing their first pregnancies were re- 
cruited by us from childbirth preparation classes. 
Eighty-one percent (86 couples) completed the study. 
Only couples in which both members completed the 
study were included in the analysis. No significant dif- 
ferences in depressive symptoms at the first assessment 
between subjects who failed to complete the study and 
those who did were found. 

The study sample was mostly white (84.9%, N=73) 
and well educated (57.0% [N=49] of the male subjects 
and 69.8% [N=60] of the female subjects were college 
graduates). The mean+SD age was 31.0+5.6 years for 
the men and 29.3+5.1 years for the women. 

Depressive symptoms were measured by the Center 
for Epidemiologic Studies Depression Scale (CES-D 
Scale) (8), administered at the 34th week of pregnancy 
and again 8 weeks after the birth of the child. Data 
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reported here include assessments of the same couples 
at both time periods. Spouses were asked to complete 
their surveys independently. 

The CES-D Scale is a 20-item self-report depression 
rating scale; a score higher than 16 is used to delineate 
“cases” of depression (9). Although clinical depression 
cannot be diagnosed by this or other self-report sur- 
veys, we employ this widely used cutoff point to dif- 
ferentiate subjects with depressed mood from those 
with nondepressed mood. Individuals were classified 
and will hereafter be referred to as “dysphoric” if their 
total scores equaled or exceeded 16. Couples were 
classified as “both dysphoric” if both members had 
scores of 16 or greater, “wife only” or “husband only” 
if only one member had a score of 16 or greater, or 
“both nondysphoric” if both had scores under 16. 
CES-D Scale scores were analyzed by Pearson coeffi- 
cients to evaluate whether spouses’ scores were signifi- 
cantly correlated. 


RESULTS 


During pregnancy, in 58.1% (N=50) of the 86 cou- 
ples neither spouse was depressed, in 37.2% (N=32) 
one spouse only was depressed, and in 4.7% (N=4) 
both spouses were depressed. The couples with one 
dysphoric spouse during pregnancy included-20 wife- 
only configurations (23.3% of all couples) and 12 hus- 
band-only configurations (14.0% of all couples). Dur- 
ing the postpartum period, in 62.8% (N=54) of the 
couples neither spouse was depressed, in 32.6% one 
spouse only was depressed (N=28, 14 each of wife 
only and husband only), and in 4.7% (N=4) both 
spouses were depressed. 

Although at each time point a majority of the cou- 
ples were not dysphoric, in only 40.7% (N=35) of the 
couples were both spouses without dysphoric mood 
throughout the transition to parenthood. The remain- 
ing 51 couples (59.3%) had at least one dysphoric 
spouse during pregnancy, after the birth of the child, 
or throughout the study period. However, only one 
(1.2% of the total) of the four couples “both dyspho- 
ric” during the pregnancy was also “both dysphoric” 
during the postpartum period. 

Of the couples in which there was an affected 
spouse, only 11.1% at the first assessment and 12.5% 
at the second contained two depressed spouses (table 
1). Pearson correlation coefficients revealed no signifi- 
cant correlation between husbands’ and wives’ scores 
during pregnancy (r=0.09, df=85) or in the postpar- 
tum period (r=0.05, df=85). 


DISCUSSION 
Our findings show a consistent but unexpected pat- 
tern in couples’ distress during the transition to par- 


enthood: when one member of a couple is dysphoric, 
the other is unlikely to be similarly affected. This pat- 
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TABLE 1. Presence of Dysphoric Mood? in 86 Couples During 
Pregnancy and After the Birth of the First Child 





After 34 Weeks 8 Weeks After Birth 








of Pregnancy of Child 
Spouse Also Spouse Also 
Dysphoric* Dysphoric* 
Dysphoric Spouse N N? % N Noo % 
Husband 1€ 4 25.0 18 4 22.2 
Wife 24 4 16.7 18 4 22.2 
Either spouse 36 4 11.1 32 4 12.5 





"Score of 16 or more on the Center for Epidemiologic Studies De- 
pression Scale (CES-D Szale). 
Ns in this column include the same couples. 

“In one of the couples, both husband and wife were dysphoric during 
the pregnancy also. 


tern can be called complementary, with spouses bal- 
ancing divergent levels of depressive symptoms during 
the period studied. 

The finding that nearly three-fifths of the couples 
had at least one member who was symptomatic either 
late in the pregnancy or after the birth of the child 
suggests that limiting one’s focus to postpartum de- 
pression in women seriously underestimates the psy- 
chological distress associated with this phase of the life 
cycle (2), Given the recent findings of the impact of 
depressed mood on mother-child interactions (10), we 
are pleased to note that our data suggest that neonates 
who have one dysphoric parent are also likely to have 
one intact parent. However, it remains unknown 
whether the presence of dysphoria in a new mother or 
father leads to changes in the other parent’s caretaking 
functions. 

Several other questions remain unanswered. Do the 
spouses of depressed expectant and new parents have a 
greater frequency of nonaffective symptoms, such as 
anxiety, somatization, or substance use? Alternatively, 
does the presence of dysphoria in one’s partner during 
the transition to parenthood facilitate one’s coping in 
order to meet the demands on a parent by a newborn? 
If so, are these patterns of depressive symptoms 
present in couples at other times of shared stress? 
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Autoantibodies to Brain Lipids in Schizophrenia 


Anthony L. Pelonero, M.D., Anand K. Pandurangi, M.D., and Vincent P. Calabrese, M.D. 


Serum IgG antibody to brain lipids was measured 


`à with an ELISA technique in 38 schizophrenic patients 


and 22 normal subjects. There were no significant dif- 
ferences between groups. The authors discuss method- 
olagical differences between this study and studies 
‘with positive findings. 

(Am J Psychiatry 1990; 147: 661-662) 


E or decades an autoimmune process has been pos- 
tulated as a possible etiology of schizophrenia. A 
current theory holds that autoimmunity in schizophre- 
nia is an aberrant:immunological response to a viral 
infection (1). Many investigators have sought labora- 
tory evidence of an autoimmune process, including 


identification of antibody to brain tissue. However, the _ 
reports on autoantibodies in persons with schizophre- 


nia are contradictory. DeLisi et al. (2) have reviewed 
the work done in this area. Most recently, Heath et al. 
(3) have reported IgG antibody to the septal region of 
the brain in unmedicated schizophrenic patients. 

The methods used to detect antibody have improved 
over the years; earlier studies used indirect hemagglu- 
tination inhibition and complement fixing, which are 
less sensitive than current techniques (4, 5). Enzyme- 
linked and radioimmunoassay techniques have been 
used widely for immunodiagnosis. The enzyme-linked 
immunosorbent assay (ELISA) is a well-established 
procedure for antibody determination that has gained 
wide acceptance, The ELISA can detect small amounts 
of antibody and antibody that would not be detected 
with other methods (6, 7). 

Prior studies have used brain antigen prepared from 
homogenate brain, which is antigenically less specific 
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than purified lipids. The lipids GM-1 ganglioside and 
cerebroside enrich the synaptosome and membrane, re- 
spectively. Rick et al. (8) have reported behavioral 
changes in rats after exposure to antiganglioside antibod- 
ies, lending animal model support for an autoimmune 
model of psychiatric disturbance. On the basis of the 
theory that neuronal dysfunction in schizophrenia is sec- 
ondary to the binding of antibodies to these lipids, we 
hypothesized that the serum level of antibodies to these 
specific lipids would be higher in schizophrenic patients 
than in matched normal control subjects. The results re- 
ported here are a test of that hypothesis. 


- METHOD 


The subjects consisted of 38 patients who were sys- 
tematically assessed and given research diagnoses of 
chronic or subchronic schizophrenia (DSM-HI-R) by 
one of us (A.L.P. or A.K.P.). Their mean age was 30 
years (range, 20-47); 27 were men and 11 were 
women. The mean duration of illness was 8.7 years 
(range, 6 months to 20 years). Seventeen subjects were 
outpatients, and 21 were inpatients from acute admis- 
sions units. None of the subjects was medically ill, 
mentally retarded, or pregnant. All of the subjects were 
medicated with neuroleptics at the time of blood draw- 
ing, and all subjects gave informed consent before 
participating. 

Twenty-two volunteer control subjects were re- 
cruited from hospital personnel and screened with a 
modified Schedule for Affective Disorders and Schizo- 
phrenia—Lifetime Version (SADS-L) to rule out psy- 
chiatric morbidity. All control subjects were medically 
healthy and matched by age, sex, and race to the pa- 
tient group; all worked in the hospital environment 
(e.g., clerks, students, nurses). 

For each subject, 20 ml of blood was collected from 
a forearm vein, and serum was separated within 1 hour 
by centrifugation, then stored in aliquots at —70 °C 
until assayed. An indirect microplate ELISA method 
(7) was used to determine absorbance of color reaction 
by substrate, which is a reflection of concentration of 
antibody bound to antigen.-Color reaction is measured 
spectrophotometrically by an automated ELISA reader 
(Flow Multiskan ELISA Reader) to determine the op- 
tical density. In addition to testing matched control 
subjects, we tested serum samples in culture media 
without antigen (“blanks”) to control for absorbance of 
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antibody to substances in the culture media unrelated to 
the antigen. To test the effect of neuroleptics on the 
ELISA, testing of 10 control sera was done after halo- 
peridol and thiothixene had been added in amounts suf- 
ficient to yield final concentrations of 10 ng/ml. Mi- 
croplates with flat-bottom wells were used for the ELISA. 
All samples were assayed in duplicate on separate mi- 
croplates on different days, and the average absorbance 
value was used in the statistical analysis. The lipid anti- 
gens used on the microplate, cerebroside, and GM-1 gan- 
glioside were obtained commercially (Sigma Chemical 
Corp., St. Louis). 


RESULTS 


There was no significant effect of medication on the 
assay for the control sera tested (r values=0.96—0.98). 
The antibody absorbance data were nonnormally dis- 
tributed and a Wilcoxon signed rank test of the 22 
paired groups was performed. There were no signif- 
icant antibody absorbance differences for the anti- 
gens tested between the patients and control subjects 
(ganglioside sign-rank=1.5, p<0.96; cerebroside sign- 
rank=—22.5, p<0.48). 

Of the 38 schizophrenic patients, two (5%) had gan- 
glioside antibody absorbance greater than two stan- 
dard deviations past the control mean; for cerebroside, 
one value (3%) was greater than two standard devia- 
tions beyond the control mean. One control subject’s 
cerebroside antibody absorbance was beyond two 
standard deviations of the mean. These three subjects 
had no distinguishing characteristics. The median and 
range of the patients’ values were as follows: ganglio- 
side median absorbance=0.138, range=0.088—0.591; 
cerebroside median absorbance=0.304, range=0.190— 
0.741. For the control subjects they were as follows: 
ganglioside median absorbance—0.139, range=0.061— 
0.625; cerebroside median absorbance=0.333, prange 
0.195—1.279. 


DISCUSSION 


Interpreting the results in this study with reference 
to previous studies is difficult because of the varied 
methods used, the different antigens studied, and the 
different types of immunoglobulins measured. The 
negative results of this study contradict the positive 
findings reported in the literature. DeLisi et al. (2) 
found greater IgG binding to brain membrane in psy- 
chiatric inpatients than in normal subjects, and Kelly et 
al. (9) found no differences between antibrain antibody 
in the sera of schizophrenic patients and normal con- 
trol subjects. Recently, Heath et al. (3) reported detec- 
tion of IgG antibody to septal region homogenate in 
patients before medication but not after treatment 
with neuroleptics. Heath et al. took measures to con- 
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centrate serum antibody rather than dilute the serum, 
as is conventional. 

There are a number of limitations to this siid: The 
control group used for an immunological study is an 
important consideration that has received little atten- 
tion in most studies of this kind. In the present study, 
the control subjects were unrelated to the test subjects 
and were not strictly matched by socioeconomic class. 
However, we felt it was important that the control 
subjects be exposed to the same environment as the 
patients, and this objective was achieved by using hos- 
pital workers. The fact that our patients were medi- 
cated and tested in only one phase of illness (some in a 
stable nonpsychotic state, others during recovery from 
an acute psychosis) is a limitation of the study if anti- 
body titers are phase dependent. CSF was not sampled 
and may be a better fluid to study. 

The implications of testing specific brain antigens 
versus homogenate brain are intriguing; brain ho- 
mogenate is felt to have less antigenic sensitivity and 
may be a major limitation of the technique used in 
many earlier studies. Since the antigenic materials ad- 
here to the ELISA plate by mass action, the amount 
that can adhere is finite; it stands to reason that brain 
homogenates would yield a lower concentration of 
specific antigen than pure antigen. Only two specific 
lipids were tested as antigens in this study; other brain 
antigens might yield positive results. In a related study 
(10) we found a subgroup of schizophrenic patients 
with significantly higher IgG titers to herpes simplex 
than normal subjects. 
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Nancy C. Andreasen, M.D., Ph.D., Editor 


SLEEP AND DREAMING 





Sleep ’86: Proceedings of the 8th European Congress on 
Sleep Research, edited by W.P. Koella, F. Obal, H. Schulz, 
and P. Visser. New York, Gustav Fischer Verlag (VCH Pub- 
lishers), 1988, 466 pp., $160.00. 


The problem with Sleep ’86 is that, in a rapidly moving 
field, it reports papers given in 1986 and published in 1988. 
The book includes the Hess-prize-winning paper on napping 
by. Scott Campbell and J. Zulley, which shows sleep to be 
polyphasic. It also includes three special overview lectures 
and 138 other papers, most of them very brief, covering a 
wide gamut of topics. These topics include information pro- 
cessing in sleep, phylogeny, new hypnotics, depression, epi- 
demiology of sleep disorders, memory, neurochemistry, and 
circadian and ultradian rhythms, to name a few. 

The three special lectures are very good summary state- 
ments on important topics. Borbely reviews the good and 
bad sides of the benzodiazepines for promoting sleep and 
reiterates the continuing need for a natural sleep inducer. 
Oswald surveys the evidence that sleep repairs or promotes 
anabolism and that sleep deprivation impairs restoration. He 
makes a convincing case. Parmeggiani’s review of the evi- 
dence for where sleep originates in the brain tells us that we 
do not yet know, that it is too complex. 

Although the book is full of contradictory studies with 
small numbers of subjects, there is evidence of some growing 
consensus. Broughton’s model of a ‘“‘circasemidian” sleep 
rhythm is in concert with the data from Scott Campbell’s 
napping study, and Horne’s paper on two types of sleep 
(obligatory sleep and optional sleep) begs to be integrated 
with the chapter on the two-process model by Dijk et al. It 
can be seen clearly from this volume that the thinking about 
the “hows” and “whys” of sleep is becoming more interest- 
ing and more complex. This is especially evident in the area 
of REM sleep abnormalities in depressive illness. Here we 
learn that a shortened REM latency is and is not specific to 
individuals with affective disorders and some of the reasons 
supporting each position. We also learn that sleep abnormal- 
ities in depression are either state-like or trait-like, that mood 
becomes more dysphoric from dream to dream, and that few 
REM periods of the depressed yield any dream reports at all. 
In other words, this is a field still in need of much basic work 
before we have good agreement on sleep functioning and 
malfunctioning and what manipulations are helpful in pro- 
moting healthful sleep without creating problems with 
healthful waking. (The benzodiazepines, for example, pro- 
mote rapid sleep onset in the nighttime but are followed by 
increases in waking anxiety.) 

This book cannot serve as a text but provides a look at 
where we are. It contains preliminary data and speculations 
that raise the questions needing further clarifying work. It is 
in this way a gold mine for young investigators looking for 
problems. In addition, it is delightful to read papers from 
such a wide group of investigators and to see how similar 
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problems, like the thermoregulation function of sleep, are 
being approached bv different groups in different countries. 


ROSALIND D. CARTWRIGHT, PH.D. 
Chicago, Ill. 


Sleep, by J. Allan Hobson. New York, Scientific American 
Library (W.H. Freeman and Co., distributor), 1989, 206 pp., 
$32.95, 


It is often difficulr for scholars or scientists to write in a 
way that makes their fields accessible to the intelligent lay 
reader or to colleagues not well versed in the discipline. In 
Sleep, Professor Hobson, who is both a psychiatrist and a 
distinguished basic sleep researcher, succeeds in presenting a 
lucid, engaging, informative, and at times humorous account 
of modern basic sleep research. With considerable aplomb, 
Hobson draws on a wide-ranging knowledge of neurophys- 
iology, biological rhythms, neuroanatomy, and psychoanal- 
ysis to offer the general reader a spectacular and highly per- 
sonal overview of investigations into the sleeping brain. 

This book succeeds not only because of its text, however. 
Perhaps among the best I have ever seen, its photographs of 
sleeping animals and sleeping humans, together with its 
scientific schematics, enhance its value for teaching and 
learning. 

Sleep also offers much to the psychiatric reader interested 
in biological rhythms, in sleep neurophysiology (viewed de- 
velopmentally and in relation to health and illness), and in 
the relationship of dreaming to brain function during sleep. 
In this last context, Hobson expounds the controversial ac- 
tivation-synthesis hypothesis of dreaming, initially published 
by Hobson and his colleague Robert McCarley in 1977 (1). 
Using a recent dream of his own (he calls it “a phallic tan- 
go”), Hobson argues that the formal characteristics of 
dreams could be adequately explained by the distinctive opera- 
tional characteristics of the REM sleep state, without invok- 
ing such psychoanalytic constructs as “censoring.” 

Sleep is timely also from the viewpoint of basic neuro- 
science. In recent years, sleep research has become (to its 
detriment) increasingly a clinical enterprise, making many 
contributions to the developing field of sleep disorders med- 
icine. {In this context, Hobson unfortunately does not offer 
an up-to-date overview of sleep disorders. This is, I think, the 
one major failing of Sleep.) Hobson reminds us, however, 
that investigations into the sleeping brain are central to the 
mission of basic neuroscience. Although we cannot be en- 
tirely sure yet of the functions of sleep, there is much evi- 
dence that sleep serves a twofold purpose—‘‘to conserve 
energy and to organize information” (p. 203). Hobson con- 
cludes that “learning exactly how these functions are served 
is now the major agenda of sleep science” (p. 203). This is a 
plausible conclusion, with considerable ramifications for fur- 
ther understanding the relation of alterations of sleep to the 
pathogenesis of mental disorders. 
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Dream Life, Wake Life: The Human Condition Through 
Dreams, by Gordon G. Globus. Albany, State University of 
New York Press, 1987, 196 pp., $34.50; $14.95 (paper). 


Psychiatrists with a philosophical bent seem to have grav- 
itated toward phenomenology as a way of getting down to 
the basics of existence. Ludwig Binswanger, Karl Jaspers, 
and Medard Boss all turned to Husserl and Heidegger, as 
does Gordon Globus in this small, interestingly wrought, 
thoughtful, and somewhat provocative volume. Dr. Globus 
is a psychiatrist and a philosopher (he holds a dual profes- 
sorship in both disciplines at the University of California, 
Irvine); he also did research on dreams earlier in his career. 
Therefore, his thinking ranges widely and penetratingly over 
the contributions of his predecessors in psychoanalysis and 
philosophy, and he culls from the leading edge of studies on 
brain function and cognitive science all that may be relevant 
to his thesis. His approach here is not clinical but epistemo- 
logical. He makes it clear that his main concern is not what 
dreams mean but how an understanding of dreaming can 
shed light on the operation of waking consciousness and in 
so doing provide a “window on the human condition.” 

In the long opening chapter there is an attempt to lift dreams 
out of the secondhand aura that grew up about manifest con- 
tent because of the greater emphasis placed on latent content. 
Manifest content was simply a mask behind which something 
more vital was to be found. Over the years, classical dream 
theory has endured, although not quite intact, despite criticism 
leveled at it almost from the beginning. Globus parts company 
with Freud on the basic issue of how dream images are related 
to waking experience. He characterizes Freud’s view as one in 
which memory traces are “composited” into dream images. 
Despite rearrangements and superimpositions, they remain 
“mnemic copies” of waking events. For Globus, this “compo- 
sitional theory” seems implausible given the many ways in 
which dream images go beyond anything that could properly 
be attributed to a memory trace. Although he does not deny 
that dream images have some connection to waking life, he 
states that they seem more to be creatively formed de novo. 
Through this formative creativity dreamers find themselves in a 
“life-world” every bit as real as the waking world. Globus sees 
the connection between waking experience and dreaming not 
as the concrete representation of waking memory traces 
(regardless of the changes these images undergo in the course of 
condensation, displacement, etc.) but as occurring in a more 
abstract way. Here he uses the concept of “family resem- 
blance,” borrowed from Wittgenstein, according to which sim- 
ilarities occur that are not linked to any literal or specific char- 
acteristics in common but where one nevertheless senses that a 
relationship exists. Certain waking events are lifted out of their 
literal context and then, at a more abstract level, provide what 
Globus refers to as “‘abstract specifications,” which become 
operative again during sleep and are fulfilled in the dream. The 
images thus generated are neither literal reworked memory 
traces nor translatable symbolic structures. Instead, they are a 
spontaneously generated “life-world,” created de novo and 
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bearing only a “family resemblance” to the waking world. He 
contrasts this “formative creativity” with “syntactual creativi- 
ty” (Freud’s view), where the elements to be arranged creatively 
are already given as memory traces. 

Having established that we create our dreaming world de 
novo, Globus’s next task is to show that the same applies to 
our waking world, He goes about this by emphasizing the un- 
reflective quality of dreaming existence and then postulating 
that the world experienced in this way is indiscernible from the 
waking world when we approach that world unreflectively. By 
this he seems to mean how we would experience that world 
were we to suspend our belief in the common-sense view of the 
world as existing out there and at the same time remove our- 
selves from our awareness of the sensory input that seems to 
make us experience it that way, We could then experience the 
world unreflectively and the two worlds, dreaming and wake, 
would be indiscernible. But is this so? Might it not be that if we 
were to disengage radically from sensory input, we would find 
ourselves lost in a chaotically hallucinatory world, as do sub- 
jects in a sensory deprivation experiment, instead of a waking 
“life-world” of our own creation? 

Globus refers to his philosophical position as “monado- 
logical realism,” implying that our individual ‘“‘life-worlds” 
are constituted both awake and dreaming within autonomous 
monads. Drawing attention to the way the immune system 
possesses and is capable cf evolving an infinite supply of anti- 
bodies to match any possible antigens, he likens the brain to 
such a system in its capacity to evolve, on a genetic basis (as in 
the case of Jung’s archetypes) and as augmented by experience, 
an infinite supply of possible “life-worlds” to ensure reliable 
matches to external reality. Our individual “‘life-worlds” come 
into being through the transformations that occur at the inter- 
face between monad and the “energy sea” that surrounds us. 
We live out our lives awake and asleep alone in this monadic 
isolation from each other, each of us going about formatively 
creating our own “life-worlds.” In contrast to direct realism, 
Globus’s “monadological realism” holds that reality has to find 
its place within an autonomous “bubble of perception” in a 
windowless monad that engages external input only through 
matching filters. 

Globus provides us with a new and thoughtful critique of 
classical dream theory on philosophical grounds. He succeeds 
in delivering the manifest content out from under the shadow 
of latent content and in doing so casts aside its secondhand 
status and allows the dream to shine forth as a creatively gen- 
erated experience in its own right. Although this is incidental to 
the main thrust of the book, it is in itself an important contri- 
bution buttressing Jung’s respect for manifest content and tem- 
pering Boss’s immersion in the manifest at the expense of ex- 
ploring connections to waking life. 

Although I have difficulty in accepting Globus’s admittedly 
counterintuitive account of our place in the world, I never- 
theless found the voyage he took to reach his conclusions 
fascinating and replete with thoughtful critiques of all as- 
pects of current thought that might have a bearing on our 
understanding of dreams. His scholarship and the range of 
his interests are impressive. 

A word about the author’s style. It is highly condensed. 
There are many references to Heideggerian terms that by 
their very nature are not easily definable. The task is made 
easier by frequent restatements of the author’s line of rea- 
soning, by a refreshingly informal tone at times, and by the 
frank and engaging way that he works on his own dreams. 


MONTAGUE ULLMAN, M.D. 
Ardsley, N.Y. 
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Eating Behavior in Eating Disorders, edited by B. Timothy 
Walsh, M.D. Washington, D.C., American Psychiatric Press, 
1988, 232 pp., $22.95. 


This volume contains 14 chapters that provide a wide 
range of observations in the growing field of laboratory and 
clinical investigations of eating behavior in both animals and 
man. The first five chapters provide reviews of laboratory 
findings of eating behavior, and the remaining nine report 
specific studies of clinical populations. 

The review chapters are very up-to-date, with references to 
studies as recent as the last year and a half. Such is often not 
the case in books of this type, where there may be a long time 
between preparation of the initial manuscripts and publica- 
tion of the final volume. It is gratifying, in this instance, to 
read chapters that are not already beginning to become 
obsolete. 

The clinical chapters begin with a study of normal dieters, 
who display both normal and abnormal features in their 
eating patterns. Next is a study of taste, hunger, and satiety 
perceptions in patients with anorexia nervosa and bulimia. 
This study finds, interestingly, that taste preferences in such 
patients do not change even after apparent clinical recovery. 
The next two chapters examine gastric function in anorexia 
nervosa and bulimia and the phenomenon of “‘sensory-spe- 
cific satiety” in patients with both normal and disordered 
eating. 

The next four clinical chapters describe primarily studies 
of bulimic patients. These studies present useful observations 
of the nature of binge eating and vomiting episodes—phe- 
nomena that were formerly studied only through the retro- 
spective accounts of bulimic patients but that now are being 
opened to laboratory scrutiny. These laboratory observa- 
tions of bulimic behavior, together with measures of some of 
the biological changes that accompany such behavior, may 
yield exciting new insights into the syndrome of bulimia. 

The final chapter reviews some of the methodological and 
theoretical aspects of laboratory studies of human eating be- 
haviors. It points out that such studies in the laboratory 
setting may provide the control required to dissect the many 
factors contributing to the very complicated phenomenon of 
food intake and its control. 

All in all, these chapters provide a comprehensive picture 
of laboratory studies of eating behavior. Not only does this 
book cover a wide range of investigations in this growing 
area of research, but it has managed to do so with very 
up-to-date presentations of the various fields involved. 
Whether readers are interested in normal eating, anorexia 
nervosa and bulimia nervosa, or obesity and dieting, they are 


bound to find many new and interesting observations in this 
book. 


HARRISON G. POPE, JR., M.D. 
Belmont, Mass. 


Anorexia and Bulimia Nervosa: Practical Approaches, edited 
by Derek Scott. New York, New York University Press, 
1989, 214 pp., $35.00. 


Treatment of anorexia and bulimia using a multidiscipli- 


nary program is held to be the most effective treatment 
model at the present time. This includes specialized psy- 
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chotherapy, nursing services, occupational therapy, dietary 
counseling, rehabilitation counseling, self-help support 
groups, individual groups, and family therapy as indicated. 
The editor of this book is to be commended for his fine 
overview of psychclogical factors, systematic assessment, 
treatment planning, and program implementation. The dis- 
cussion of psychodynamic factors focuses on the difficulties 
in separation and individuation and emphasizes that exces- 
sive emotional dependence on the family characterizes ano- 
rexia and bulimia nervosa in male and female patients, al- 
though Mr. Scott points out that a general lack of sexuality 
and aggression characterizes the male patient. 

Individuals with anorexia and bulimia share in common a 
fear of fat and a desire for thinness. Although diagnostic 
questionnaires are helpful in thè evaluation process, they do 
not relieve the clinician of performing a responsible and in- 
sightful interview. Questionnaires focus on and objectively 
measure the specific and unique attitudinal and behavioral 
features of the syndrome. 

A variety of resources contribute to the treatment para- 
digm and help maximize social functioning and increase self- 
esteem. Chapters on self-help groups based on the Alcoholics 
Anonymous model, behavioral-therapy-based psychological 
approaches such as cognitive response prevention, and stim- 
ulus control are used to address the patient’s irrational be- 
liefs. A variety of psychotherapeutic approaches are pre- 
sented, including Regerian, psychoanalytic, feminist, and 
systemic family therapy. Anorexia and bulimia carry a 10% 
to 20% mortality rate; many of those who die of these ill- 
nesses committed suicide. Pharmacological intervention is 
considered helpful, but definitive studies regarding biological 
propensity and abnormalities in the CNS neurotransmitters 
are not available at this time. í 

Anorexia and Bulimia Nervosa correlates a wealth of cur- 
rent literature on the ideology and treatment of eating dis- 
orders. It is multiauthored and draws on the expertise of the 
efforts of many disciplines, reflected in the use of the treat- 
ment team and the current method of treatment of the dis- 
ease. There is a concentration on anorexia; the chapters on 
bulimia are less detailed. It is well recognized that the an- 
orexic state is a disorder predominately seen in female pa- 
tients, but a brief discussion of the presentation in male pa- 
tients is included, along with experience with young 
adolescent children. 

The book is to be commended as a brief overview that 
emphasizes the multidisciplinary approach to treatment, 
which has been proven to be effective. 


JUDITH SALLÉ YONGUE, M.D. 
Greenville, N.C. 


NEUROBEHAVIOR 


Epilepsy, Behaviour and Cognitive Function, edited by 
Michael R. Trimble and Edward H. Reynolds. New York, 
Alan R. Liss, 1988, 214 pp., $65.00. 


For decades, epilepsy and madness have been tied together 
in the minds of the public and the professions. For most of 
the past century, epilepsy has been the concern of alienists; 
but as neurologists carved out their own discipline, they saw 
much epilepsy that appeared separate from mental illness. 
The separation seemed assured with the development of elec- 
troencephalography by Hans Berger in 1929. As the neuro- 


665 


BOOK FORUM 


logical perspectives of epilepsy were studied, however, psy- 
chiatrists kept epilepsy in the psychiatric camp by developing 
ideas of subclinical or larval epilepsy, or the behavioral syn- 
dromes of temporal lobe epilepsy. 

One of the editors of this book, Michael Trimble, is a 
consulting psychiatrist at the Institute of Neurology and the 
National Hospital for Neurological Diseases at Queen 
Square in London. Trimble has sought to define the behav- 
ioral consequences of epilepsy and to encourage a rapproche- 
ment between the disciplines. He has written or edited Epi- 
lepsy and Psychiatry (1) and What Is Epilepsy? (2) (both 
with E.H. Reynolds), Aspects of Epilepsy and Psychiatry 
(3) (with T.G. Bolwig), and the textbooks Neuropsychiatry 
(4) and Biological Psychiatry (5). The present volume is in 
this tradition; it is the result of a symposium held in 1987 to 
discuss the cognitive and behavioral complications of poorly 
controlled epilepsy. 

Twenty participants, mainly from the United Kingdom 
and France, discussed the difficulties inherent in assessing the 
effects of seizures on cognition and behavior and their i impact 
on the education of children. The authors mainly summarize 
their own work. Little original material is presented; the 
inquisitive reader will have to go to original sources for use- 
ful data. 

Aggressive outbursts in children with epilepsy are often 
ascribed to their seizure disorder. P.J. Thompson of Buck- 
inghamshire, U.K., however, uses interesting case vignettes 
to illustrate the difficulties in assessing this association and 
argues that the association is not a feature of the disease. 

Do epileptic patients experience mood disorders as a result 
of their disorder? Mary M. Robertson of London concludes 
from clinical experience that the rates of peri-ictal and in- 
terictal depression and even the risk of suicide are greater 
among poorly controlled epileptic patients than among the 
rest of the population. Mania and elation are rarely seen. 
Trimble emphasizes the direct effects of anticonvulsants on 
mood. 

Do antiepileptic drugs affect cognition during treatment? 
Dennis B. Smith of Portland, Ore., summarizes collaborative 
antiepileptic drug trials of the Veterans Administration and 
concludes that there is no specific cognitive deficit associated 
with the use of any established antiepileptic drug. Christine 
A. Cull of Cheshire, U.K., and Trimble, however, present 
their own data, which revealed deficits associated with some 
anticonvulsants but not with others. 

The editors include abstracts of informal discussions after 
each group of presentations. These helpfully elucidate some 
controversial issues. The articles have good citation lists, and 
there is a useful index. 

At one point in one of the discussions, P.B.C. Fenwick of 
London asks, “Do you [E.H. Reynolds] feel that psychiatrists 
or neurologists are the people to treat epileptic patients?” In 
reply, Reynolds gives a lengthy statement arguing that “ep- 
ilepsy does not belong exclusively to psychiatry or neurology 
but to physicians who take an active interest in it.” This 
volume, and the others edited by Trimble and Reynolds, 
usefully encourage rapprochement between the disciplines. 

Knowledgeable experts will be disappointed if they seek 


resolution of the thorny clinical problems discussed at the. 


symposium. However, epileptologists faced with advising 
parents on the best strategy to maintain the education of an 
epileptic child and child psychiatrists faced with advising 
parents of children with behavior problems regarding the 
interaction among seizures, drugs, mood, and behavior will 
get some help. The volume is too terse and technical for 
medical students or residents in training. 
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MAX FINK, M.D. 
Nissequogue, N.Y. 


Principles of Neurology, 4th ed., by Raymond D. Adams, 
M.D., and Maurice Victor, M.D. New York, McGraw-Hill 
Information Services, 1989, 1,235 pp., $65.00. 


Single-volume presentations of complex and growing 
fields such as neurology or psychiatry are difficult. That Prin- 
ciples of Neurology, written by two respected neurological 
authorities, has demonstrated its competency in this en- 
deavor is evidenced by the presentation of this fourth edition. 
Principles of Neurology has proved to be one of only two or 
three single-volume texts of neurology that have a confirmed 
usefulness for both the neurological specialist and the spe- 
cialist in nonneurological fields. It has consistently proved to 
be an excellent reference source and is probably the most 
widely used text for Board examination preparation. Based 
on these accomplishments alone, Principles of Neurology has 
established itself as a lifetime reference source for many neu- 
rologists and psychiatrists. 

This new edition maintains the format and the excellence 
of the previous editions. Much of the material is unchanged, 
but important additions have been made. For instance, there 
is an entire new chapter on the hypothalamus and neuroen- 
docrine disorders, reflecting the important advances being 
made in hormonal aspects of nervous and mental symptoms. 
There are several entirely new sections, including one on the 
neurological manifestations of AIDS and another concerning 
Lyme disease. New discussions outline the use of botulinus 
toxin in the treatment of dystonia and review the genetic 
basis of the dystrophies. The book contains a sizable number 
of new, up-to-date references and a number of new illustra- 
tions, particularly reflecting the increased influence of mag- 
netic resonance imaging on the field of neurology. 

Principles of Neurology, 4th ed., is substantially larger 
than the third edition, is well written and documented, and 
will maintain the respected position of this text in the librar- 
ies of practitioners of nervous and mental diseases, For those 
looking for a single textbook on neurology, this volume is 
strongly recommended. 


D. FRANK BENSON, M.D. 
Los Angeles, Calif. 


Pediatric Behavioural Neurology, vol. 1: Clinical Principles, 
by Charles Njiokiktjien. Amsterdam, Suyi Publicaties, 1988, 
386 pp., 130 Dutch guilders. 


This book is an important step in the process of concep- 
tualizing and defining brain-behavior correlations in dis- 
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orders of childhood, analogous to the many behavioral neu- 
rology treatises available in the adult literature. The 
conceptualization of these disorders in neural terms is very 
important, and this book captures the essence of this model 
of thinking. As in the adult literature, the complexity of hu- 
man behavior and the limited understanding of neural mech- 
anisms of complex behavior make discussion of brain-behav- 
ior correlations particularly speculative for many disorders. 
The framing of these disorders in terms of neural mecha- 
nisms and in the context of brain development, however, 
represents an important approach, regardless of the accuracy 
of the specifics in some instances. In addition, the author 
integrates the psychological viewpoint of development rather 
well in the context of development and disorders of higher 
cortical function and behavior. This book’s strengths are in 
1) the conceptualization of developmental and behavioral 
disorders as disorders of evolving neural systems and 2) the 
breadth of this conceptualization. It also provides a practical 
perspective on the use of many common testing procedures. 
The book is not for readers looking for a thorough review of 
each topic, which can be found in conventional pediatric neu- 
rology textbooks, or a review of recent research developments. 
It is for the reader who wants to develop concepts of behavior 
in terms of neural systems for childhood disorders. 


NANCY J. MINSHEW, M.D. 
Pittsburgh, Pa. 


MEDICAL PSYCHIATRY 








Handbook of Behavioral Medicine for Women, edited by 
Elaine A. Blechman and Kelly D. Brownell. Oxford, Perga- 
mon Press, 1989, 451 pp., $75.00. 


This book purports to “explain and give meaning to 
... behavior theory and women’s health.” Unfortunately, it 
falls short of its goals. 

Psychiatrists and other physicians interested in women’s 
health will note serious lacunae of medical information as 
well as misinformation, in my opinion. Unfortunately, fe- 
male and male psychiatrists who are experts in the fields of 
women’s health and behavior are not chapter authors; nor, I 
suspect, were they asked to critically review the manuscript. 

In chapter one, “Infancy Through Childhood,” Ronth and 
Anderson describe medical diagnoses, diagnostic techniques, 
and medical treatment through the well-meaning eyes of 
nonphysicians. The physician cannot help but be dismayed 
and put off by endless unexpectedly simplistic statements. In 
chapter two, “Puberty and Adolescence,” for example, the 
authors state, “Biologically through the process of puberty, it 
is during adolescence that girls become women” (p. 12). 

In the section on hyperemesis gravidarum, the authors of 
the chapter entitled “Disorders in Pregnancy” state, “Empir- 
ical research provides some support for the concept of im- 
maturity (Harvey and Sherfey, 1954).” Further along, in dis- 
cussing behavioral self-control training to help a woman 
control her hyperemesis, the authors state that she was re- 
ferred “unfortunately reluctantly” by her obstetrician to a 
psychologist. She thus felt that the disorder was “in her 
head.” The authors continue, “to improve the effectiveness 
of any behavioral intervention, it is useful to train the refer- 
ring physicians in how to make referrals. The physician can 
point out that she/he is making a referral to a psychologist 
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who does not work with mentally disordered people but with 
psychologically healthy people who are undergoing unusual 
stress because of a medical disorder” (p. 105). As physicians 
many of us have learned that in fact gastric acid contents 
change during pregnancy and can lead to nausea and vom- 
iting. I have found success in treating women with hyperem- 
esis gravidarum by recommending very frequent small meals 
that include protein, fat, 1—2 tablespoons of scrambled eggs, 
a piece of cheese, carbohydrate, and a bit of apple pie. 

Chapter nine, “Sexual Functioning,” offers useful infor- 
mation about normal and abnormal functioning and partic- 
ularly about side effects of medications that may interfere 
with sexual functioning. 

In discussing osteoporosis (p. 51), a reference is cited “‘re- 
porting positive gains in bone mineral of the radium mid- 
shaft.” Most probably it should be the radius midshaft. 

In chapter three, “Adulthood,” beyond a number of gram- 
matical errors and simplistic statements, the putdowns of 
physicians (p. 46) are clearly untrue and unnecessary. The 
authors recommend that behavioral clinicians “attain a clear 
assessment picture of symptoms and a careful health status 
because a woman presenting with depression and anxiety 
might benefit from appropriate behavioral treatment. Behav- 
ioral clinicians should be knowledgeable so patient’s con- 
cerns can be understood and given honest, appropriate and 
reasonable responses”-—-perhaps implying that physicians do 
not. 

Of the 61 contributing authors, four are physicians: one is 
a male neurologist, one is a female obstetrician, one is a male 
oncologist, and one is a male internist. 

My notes of errors and omissions extended beyond four 
pages, excluding corrections to the text, through page 150. 

Clearly, this book contains some useful information, but psy- 
chiatrists would do well to learn more about women’s health 
and the related psychology of women by looking elsewhere. 


LEAH J. DICKSTEIN, M.D. 
Louisville, Ky. 


The Medical Evaluation of Psychiatric Patients, by Randolph 
B. Schiffer, M.D., Robert F. Klein, M.D., and Roger C. Sider, 
M.D. New York, Plenum, 1988, 237 pp., $35.00. 


This is an outstanding book that provides a practical and 
useful summary of those neurological and medical illnesses 
which are often clinically indistinct from major psychiatric 
disorders. Both consultation psychiatrists and psychiatrists 
practicing in a general hospital setting should find this a 
particularly valuable addition to their medical libraries. This 
book complements the more comprehensive Principles of 
Medical Psychiatry, edited by Alan Stoudemire and Barry 
Fogel (1). In contrast to the latter, which contained 33 chap- 
ters and more than 700 pages, The Medical Evaluation of 
Psychiatric Patients contains nine chapters and fewer than 
250 pages of text. It is not intended to be comprehensive but 
focuses instead on providing useful information that may be 
of direct use to psychiatrists in their clinical practices. 

The authors organized their book in a logical framework. 
They begin with two chapters focusing on why psychiatrists 
are reluctant to perform a physical examination. They artic- 
ulate an interesting historical review of how modern psychi- 
atry evolved and how in the early 1970s psychiatry in the 
United States distanced itself from the rest of medicine by 
eliminating the internship requirement. The authors also 
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summarize why psychiatrists may object to or avoid per- 
forming a physical assessment of their patients. This chapter 
was an interesting discourse and led to the “not-so-modest 
proposal” of the authors: psychiatrists, to understand their 
patients as complete persons, need to complete a physical 
assessment in addition to a psychiatric assessment. The au- 
thors contend that such a balance between psychological and 
physical assessment leads to higher quality care and a more 
complete understanding of patients. Chapter two addresses 
the general issue of the relative prevalence and incidence of 
physical illness among psychiatric patients. The authors dis- 
cuss medical morbidity and mortality studies of psychiatric 
patients and summarize general population studies of psy- 
chiatric disease and mortality. They conclude by emphasiz- 
ing the responsibility of psychiatrists to recognize physical 
illness in their patients. In other words, chapter one provides 
a philosophical framework and chapter two a more objective 
analysis of the reasons why a physical assessment should be 
an integral part of psychiatric practice in the 1990s. 

The next two chapters focus on the neurological exami- 
nation and the general physical examination. Both chapters 
are clearly and concisely written. The authors emphasize that 
they are providing a general outline of the neurological and 
physical examination for psychiatrists. They provide specific 
examples of how to conduct particular components of the 
neurological examination and the physical examination. The 
chapters are written in such a style that readers feel that the 
authors are conversing directly with them in providing a 
curbside consultation, just as one would receive during 
teaching rounds. 

The remaining five chapters focus on major psychiatric 
syndromes (depression, mania, anxiety, paranoid psychosis, 
and nonparanoid psychosis) that may be caused by drugs, 
toxins, or medical and neurological diseases. These chapters 
contain a number of helpful tables, mnemonics, case exam- 
ples, and figures. For instance, the authors provide won- 
derful summaries of the laboratory approach to suspected 
conditions and give brief reviews of pathophysiological pro- 
cesses that may produce psychiatric syndromes. The authors 
also provide normal ranges for selected tests. Each chapter 
begins with DSM-III-R and ICD-9 diagnoses that are asso- 
ciated with the particular syndrome. For each medical dis- 
order associated with the syndrome they discuss general 
medical findings, laboratory and imaging findings, and neu- 
rological findings. Whenever appropriate, they emphasize 
relevant aspects of the clinical history, mental status exami- 
nation, drug-drug interactions, and patient demographic 
characteristics that may be related to the disorder. 

The major strength of this book is in the clear, precise 
prose and the wealth of material that is provided in such an 
abbreviated yet complete fashion. The writing style is pleas- 
ing. The language is direct, and the writers use declarative 
statements to make their points without equivocation. All of 
the chapters are well referenced, including articles published 
as recently as 1987. The book contains a helpful index and 
well-organized chapters. 

My only criticism of the book is in the authors’ distinction 
between paranoid and nonparanoid psychosis. For instance, 
they include in the nonparanoid psychosis chapter several 
schizophrenic disorder subtypes, amphetamine delusional 
disorder, cannabis delusional disorder, cocaine delusional 
disorder, and other conditions as examples of those disorders 
which are representative of this syndrome. Many clinicians 
would contend that patients with these disorders also fre- 
quently manifest paranoid symptoms. Instead of dividing 
psychosis into two chapters, it would seem logical to have 
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included only one chapter and not try to distinguish between 
paranoid and nonparanoid characteristics. 

In summary, this is 2 very readable and useful book that 
should be widely read by psychiatrists interested in the prac- 
tice of “medical psychiatry.” I recommend it most highly and 
find that I have already turned to it on several occasions to 
obtain answers to questions from residents concerning psy- 
chiatric evaluations. 
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ROBERT E. HALES, M.D. 
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Neurobehavioral Disorders: A Clinical Approach, 2nd ed., 
by Richard L. Strub and F. William Black. Philadelphia, F.A. 
Davis Co., 1988, 507 pp., $53.00. 


In this work the authors have revised and expanded their 
1981 book, Organic Brain Syndromes: An Introduction to 
Neurobehavioral Disorders. The basic organization of the 
earlier book has been retained, but individual chapters have 
been expanded and updated, and the bibliographies at the 
conclusion of each chapter have been substantially increased. 

The reader is presented with an overview of much of our 
current knowledge concerning brain-behavior connections. 
The chapters are organized within four major topic sections: 
Anatomy and Clinical Evaluation, Major Neurobehavioral 
Syndromes, Neurobehavioral Syndromes of Specific Etiolo- 
gies, and Borderline Neurobehavioral Disorders. The au- 
thors present each chapter much as a clinician might think 
about a clinical problem, moving from case vignettes 
through history and mental status examinations to medical 
and laboratory diagnosis and management. This is generally 
an effective organization for the chapters, especially for those 
clinicians who might wish to review a given neurobehavioral 
topic. 

Section one, which presents the neuroanatomy of behavior 
and a thorough discussion of mental status evaluations, de- 
serves particular praise. A neuroanatomical hierarchy by 
which to understand behavior is well presented, including 
discussion of neurotransmitter and projection systems. The 
diagrams are quite understandable, especially of brainstem 
structures. Both bedside mental status examination tech- 
niques and more sophisticated neuropsychological testing 
are clearly discussed, Even the most experienced interviewer 
will pick up a tip or two from these chapters. This first 
section may represent the apogee of the book and deserves 
familiarization by all psychiatrists. 

The subsequent major sections of the book discuss clinical 
aspects of neurobehavioral syndromes. These chapters in- 
clude such topics as an approach to the dementias, behav- 
ioral disorders seen with focal brain lesions, trauma, toxins, 
and infections. Readers not particularly familiar with behav- 
ioral neurology will find these chapters a good introduction. 
The succinct descriptions of agnosias, aprosodias, aphasias, 
and apraxias are especially worthwhile. The sheer breadth of 
material covered in these chapters becomes their limitation, 
however. “Infections of the Central Nervous System,” for 
example, are covered within the space of 18 pages. No one 
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can discuss this issue in that space and present something of 
more than introductory value. 

With the limitations noted, the book remains highly rec- 
ommended for psychiatrists in training or for psychiatrists 
who wish to brush up on neurobehavioral disorders. It also 
provides reasonable referenced access to the wider research 
literature. 


R.B. SCHIFFER, M.D. 
Rochester, N.Y. 


Psychosomatic Medicine and Contemporary Psychoanalysis, 
by Graeme J. Taylor, M.B., Ch.B. Madison, Conn., Interna- 
tional Universities Press, 1987, 391 pp., $37.50. 


This useful and scholarly book was started while the au- 
thor was on sabbatical at the University of California, Los 
Angeles. I had an opportunity to meet him during the time he 
was there. Now I am able to review his book. I believe that 
it is a historically important volume. It is extremely well 
researched and well written. It is also a much larger work 
than the title suggests because it includes all of medicine in its 
scope. Therefore, if one accepts that all of medicine is “psy- 
chosomatic” and that contemporary psychoanalysis includes 
the view of human relationships as dynamic systems affecting 
the mind, it is a treatise on medicine and psychoanalysis. It is 
also clear that this book is not written only for consultation- 
liaison psychiatrists but is addressed to psychobiologists, 
psychophysiologists, philosophers of medicine—in short, the 
Renaissance men and women in all fields of science. 

In the early chapters, the author attempts to bring together 
psychobiology and psychoanalysis. These fields, closely re- 
lated to each other historically, have drifted apart in recent 
years. The author argues that human disease encompasses 
both pathways. As John Nemiah states in the foreword: “Dr. 
Taylor’s skillful interweaving of threads from many disci- 
plines should make it increasingly obvious to all physicians 
that pathophysiology of the gut and body is inseparable from 
human experience and relationships.” 

In its final chapters, which may be more understandable to 
psychoanalysts who are familiar with object relations theory, 
the author attempts to relate the role of human relationships 
in the regulation or dysregulation of physiological function, 
a holistic view that encompasses the work of Engel, Weiner, 
Hofer, Nemiah, and Sifneos as well as the object relations 
school of psychoanalysis. Thus, it becomes a very special 
book for psychoanalysts. 

For the consultation-liaison psychiatrist, the book fills a 
very real need. It has been generally recognized that the best 
consultation-liaison psychiatrists are not necessarily those 
who have had previous training in internal medicine or fam- 
ily practice but are often those who are the most well- 
rounded psychiatrists, whatever their previous training and 
experience. Consultation-liaison psychiatrists who are inter- 
ested in psychoanalysis and psychodynamics bring to their 
work a deeper perspective and understanding of the impor- 
tance of human relationships and their contribution to clin- 
ical medicine. 

This is not a handbook; it is a book for reflection and study. 
It is not a text; it is a treatise. It is clearly not for everyone. 
However, it represents a scholarly effort to restore psychoanal- 
ysis to its rightful place in psychosomatic medicine by reviewing 
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the very relevant recent advances in psychoanalytic knowledge 
and theory. 


ROBERT O. PASNAU, M.D. 
Los Angeles, Calif. 


Neurobehavioral Recovery From Head Injury, edited by 
Harvey S. Levin, Jordan Grafman, and Howard M. Eisen- 
berg. New York, Oxford University Press, 1987, 415 pp., 
$35.00. 


Whether your perspective is from clinical care, research, or 
the desire for more knowledge about the psychological and 
behavioral consequences of traumatic brain injury, this is a 
“must read” book. To meet the needs of readers who are at 
all levels of knowledge about cognitive and psychiatric out- 
comes, the book must focus at times on the forest and at 
other times uses a microscope on the tree bark. It accom- 
plishes both tasks well. The breadth of the text is evidenced 
by its division into eight sections and 28 chapters. The first 
section addresses methodological issues in the use of clinico- 
pathological correlations in outcome studies of head injury. 
In this section, Drs. Eisenberg and Weiner provide a detailed 
description of the Glasgow Coma Scale and examine those 
variables which predict the final outcome of patients with 
head injury. Dr. Langfitt et al. provide case descriptions that 
illustrate the utility of and problems presented by different 
imaging techniques, and Drs. Grafman and Salazar describe 
clinical differences between open and closed head injuries 
and their influence or. cognitive and behavioral outcomes. 

The second section is devoted to design, management, and 
analysis of neurobehavioral outcome studies, Dr. Brooks ex- 
amines the problems of longitudinal studies, such as main- 
taining an adequate follow-up. Drs. Dikmen and Temkin 
examine problems in the determination of the effects of head 
injury and recovery in behavioral research, and Drs. Strauss 
and Allred provide a thoughtful evaluation of statistical 
problems in data analysis. 

The third section is devoted to neuropsychological assess- 
ment of patients with head injury. After an introduction by 
Dr. Benton, Dr. Lezak revises those neuropsychological meas- 
ures which are relevant to patients with head injury, Dr. 
Newcombe considers problems in contemporary practice 
and delineates directions for future research, and Drs. Diller 
and Ben-Yishay examine measurements of improvement in 
the functioning of patients undergoing rehabilitation. Dr. 
Stuss makes the point that frontal lobe injury (a frequent 
finding in patients with head injury) leading to changes in 
ability to sequence, generate drive, and assess the self might 
explain some of the cognitive problems shown by these pa- 
tients. Finally, Dr. Oscar-Berman examines experimental ap- 
proaches to the study of cognition in patients with head 
injury. 

The fourth section is devoted to the outcome of patients 
with head injury from neurological (Dr. Alexander) and neu- 
rosurgical (Dr. Marshall) perspectives, with emphasis on 
neuropathological findings. 

The fifth section deals with psychiatric sequelae of head 
injury. After an introductory chapter by Dr. Prigatano, Drs. 
Grant and Alves examine those DSM-III-based psychiatric 
disorders which are most frequently found in patients with 
head injury. Finally, Dr. Levin et al. examine such issues as 
the postconcussional syndrome in patients with minor head 
injury. 

The sixth section is devoted to head injuries in children, 
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and Dr. Fletcher et al. consider the importance of age as a 
variable in the recovery from head injury. 

The seventh section (an investigator's delight) is devoted to 
memory problems. Dr. Baddeley et al. examine short- and 
long-term memory deficits in patients with head injury, as 
well as deficits in episodic and procedural memories. Dr. 
Corkin et al. examine the main aspects of retrograde amnesia 
and posttraumatic amnesia, as well as their (lack of) rela- 
tionship. Dr. Crovitz provides useful examples of different 
techniques to investigate posttraumatic and retrograde am- 
nesia, and Dr. Tulving provides a theoretical framework for 
the study of memory problems in patients with head injury. 

Section eight, another excellent section, deals with atten- 
tional problems after head injury. Dr. Gronwall’s review of 
attentional deficits in patients with head injury is followed by 
Dr. Buchtel’s chapter on vigilance tasks to measure attention 
and Dr. Papanicolaou’s chapter on the importance of evoked 
potentials in the measurement of attentional deficits. Finally, 
Dr. Posner provides a theoretical framework for the study of 
attentional deficits in patients with head injury, and Drs. Van 
Zomeren and Brouwer summarize their own findings as well 
as potential discrepancies with other reports. 

Although the book is multiauthored, it has been tightly 
edited and, except for very minor repetitions (the Stroop test 
is described in two different chapters), it lacks the usual 
problems of multiauthored books. Moreover, since the chap- 
ters were written by some of the most prominent investiga- 
tors in their areas, the book has a consistently high quality. 
There are very few books that deal with the behavioral and 
psychological as well as cognitive consequences of brain in- 
jury. This may be one tree in a small forest, but all trees 
should stand this tall. 


ROBERT G. ROBINSON, M.D. 
SERGIO E. STARKSTEIN, M.D. 
Baltimore, Md. 


CHILDREN AND ADOLESCENTS 


Professional Responsibilities in Protecting Children: A Public 
Health Approach to Child Sexual Abuse, edited by Ann 
Maney and Susan Wells. New York, Praeger, 1988, 222 pp., 
$39.95. 


This is a brave, harsh, well-researched, well-reasoned, and 
well-written book, but it will probably be read only by those 
who least need its priceless treasures because they already 
work with victims and perpetrators of child sexual abuse. 

The 20 contributors from the fields of medicine, law, psy- 
chology, and nursing give “approximate” answers to the fol- 
lowing basic questions: 1) Are most incidents of child sexual 
maltreatment now officially reported? 2) Does reporting in 
fact result in case identification? 3) Do the benefits to the 
child from case identification outweigh the psychic and social 
costs all around? 

For question number one, the answer is a resounding no. 
For every official substantiated report of sexual maltreatment 
involving physical contact in the 1979 National Incidence 
Survey data, 14-52 incidents were unreported. For every 
substantiated report of sexual maltreatment involving phys- 
ical contact that was active with a major investigation agency 
other than child protective agencies, 8-31 incidents were 
unreported. Reporting per capita (not per child) doubles in 
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those areas where comprehensive treatment programs are 
made available. 

To the second question, the answer is as frustrating and 
discouraging as the story of Pandora’s box and the leak in 
the dike story. Many states have a subjective, inconsistent 
concept of triage: the judgment is almost always left up to 
the assigned caseworker. To add to the further muddling of 
data collection, the National Incidence Survey not only lim- 
ited the total sample of child protective services to substan- 
tiated cases but also dropped substantiated cases that did not 
involve physical contact (53%). This subset of sexual mal- 
treatment cases might be expected to involve siblings at risk 
to an unusual degree for molestation as well as offenses in 
which protracted harassment or escalating deviance is at is- 
sue. (Some of these might have been directed into the emo- 
tional abuse category.) 

As for the question of costs and benefits, these are virtually 
impossible to assess. The size of the average child protective 
service caseload has increased beyond the standard for good 
practice. The authors also report that new technologies to 
alleviate the stress of testifying and provisions for closing 
courtrooms are seldom used because of “judicial and prac- 
tical concerns.” 

In the midst of the felt eddies of Maeder’s attack on the 
helping professions (1), chapter three, “Cultural Obstacles to 
the Labeling of Abuse by Professionals,” should cause us to 
pause, stop all the rhetoric, and act. In Kim’s 1985 study of 
two metropolitan areas, less than half of child abuse was 
reported. Almost 70% of the physician sample had never 
reported any suspected cases. Finkelhor’s 1984 Boston study 
of professionals from various disciplines revealed that ap- 
proximately 36% failed to report sexual abuse cases; mental 
health and criminal justice professionals failed to report sus- 
pected cases most often. These statistics became worse in 
cases where the child retracted an allegation of abuse. More 
than half of the psychiatrists and a third of the professionals 
from other disciplines chose not to refer such cases because 
they tended to believe that allegations of incest are fantasies. 
In fact, there is evidence (2) suggesting that fewer than 5% of 
children’s reports of sexual abuse are falsified. The fact that 
many professionals neglected to urge the collection of more 
physical evidence and instead opted for a psychological eval- 
uation of the suspected victim is astounding and reveals an 
ignorance of the dynamics of the family situation that may 
coerce a child into a retraction. 

Abby Cohen’s chapter, “Sexual Abuse in Childcare: A 
Special Case in Regulation and Legislation,” is deserving of 
special mention because it is a very sober and well-balanced 
discourse on the aftershocks of the facts revealed in this 
book. Cohen states, “Although it is important to recognize 
that abuse can occur outside the family, it appears that so- 
ciety has chosen to overemphasize out-of-home abuse be- 
cause of its inability to deal adequately with the more dis- 
comforting issue of intrafamilial abuse.” The 20 suggestions 
concerning licensing in child care and Cohen’s 10 bits of 
advice to parents about choice of child care are comprehen- 
sive, enforceable, practical, and show a great deal of sensi- 
tivity and common sense. 

If you happen to have only 15 minutes that you can allot 
to reading this book, go directly to the last two chapters by 
Susan Wells. Unless you have the sensitivity of a cucumber or 
the vertebrae of the jellyfish, your medical practice will never 
be the same again. 
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Juvenile Homicide, edited by Elissa P. Benedek, M.D., and 
Dewey G. Cornell, Ph.D. Washington, D.C., American Psy- 
chiatric Press, 1989, 247 pp., $24.95. 


Just as I was about to write this review, I read about a 
14-year-old boy who had killed his 12-year-old girlfriend in 
the context of an argument about whether she should have 
had an abortion. Although not all juvenile homicide is quite 
this tragic or hopeless, it does seem to have all the elements 
of homicides perpetrated by adults, in addition to the dimen- 
sion of acts occurring in the midst of a developmental stage. 
This edited book brings out the diversity in juvenile killings 
and what those of us who work in this area have realized for 
some time: the procedures for dealing with these juveniles 
have moved ever closer to the adult criminal process. 

Several of the chapters were presented initially at an an- 
nual meeting of APA at a panel organized by Dr. Benedek (at 
which I was a participant). I think that the papers presented 
at that meeting and the chapters in the present volume are 
good. Five of the nine chapters of this book are the product 
of work done at the Center for Forensic Psychiatry at Ann 
Arbor, where Dr. Benedek and some of her co-workers had 
an opportunity to study 72 youths referred during 1977— 
1985. They point out that their sample is not to be taken as 
representative of all adolescents who commit homicide, even 
in Michigan. The group was only a small percentage of ad- 
olescents who committed homicide in Michigan during that 
period. The authors’ clinical experience led them to conclude 
that sample comparisons between such youths and other de- 
linquent groups would be of limited value and not lead to 
useful generalizations (p. 40). 

In a later chapter, however, Dr. Benedek and her group 
attempt to compare the 72 youngsters charged with homi- 
cide with 35 adolescents charged with larceny (car theft or 
breaking and entering) who were referred to their center for 
evaluation. Immediate problems are evident in the attempts 
to carry out such a comparison. Thirty-three (46%) of the 72 
adolescents charged with homicide but only nine (26%) of 
the 35 charged with larceny were nonwhite. Why this was so 
and whether it casts doubt on the validity of the comparisons 
could be asked. Fewer of the adolescents in the homicide 
group than in the control group had any history of previous 
mental health treatment. However, the homicide group was 
also younger; 13 (18%) were 15 years old or younger, com- 
pared with only one subject (3%) in the larceny group. Sim- 
ilarly, 31 (43%) of the youngsters in the homicide group had 
no history of previous arrests, compared with seven (20%) of 
the larceny group. Whether these findings were due to the 
homicide sample being younger or perhaps coming from a 
different geographic area of Michigan is not known. 

In developing a typology, the authors try a tripartite divi- 
sion of the homicide cases: 1) those in which the question of 
psychosis arises, 2) homicides committed during another 
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crime, and 3) conflict-related homicides. The case example- 
sused to illustrate these divisions are often left tantalizingly 
short for those who would like more explanation. The ty- 
pology begins to go into the problem of classifying homicidal 
adolescents but is unsatisfying. The first and third categories 
are clinical classifications that, in turn, overlap. Although the 
problem of accurate diagnosis is essential to differentiate ma- 
lingering from a psychosis, we are left with those adolescents 
caught up in conflicts related to the perpetration of a homi- 
cide. Also, the category of conflict-related homicides is de- 
fined in terms of the perpetrator’s interpersonal conflict with 
the victim. There are many other types of conflict that can 
also give rise to a homicide, such as intrapsychic conflict or 
conflict with one’s broader environment. The two examples 
given—murder of an abusive father and a 15-year-old boy 
charged with killing a 14-year-old girl—do not satisfy the 
many possibilities. Simply using a descriptive diagnostic 
framework of the DSM edition operating at the time would 
have given more fruitful information. 

The middle category—homicides committed during an- 
other crime such as robbery, burglary, or rape—is actually a 
sociological or legal classification. Although that method of 
classification is valid for its purposes, such as sorting crime 
data, it still leaves many questions unanswered about the 
clinical status of a juvenile group and the recognition of 
differences among the individuals in it. For example, a youth 
who turns and blindly shoots while escaping from a grocery 
store holdup might be quite different from a youth who kills 
a victim in the course of a rape. 

The different authcrs approach the problem of juvenile 
homicide from their own points of interest. Spencer Eth writes 
about adolescents whe witness homicides. Gregory B. Leong 
discusses some of the clinicolegal issues in examining cases 
from his experiences in the Los Angeles County Superior Court. 
It is a good overview of the many issues, comparable to those 
seen in adult courts, that are now being raised in juvenile pro- 
ceedings. Competency to waive Miranda warnings is even more 
complicated with juveniles than it is with adults because of the 
age of the person waiving and judicial confusion over what 
constitutes a competent waiver at younger ages. 

W. Lawrence Fitch of the Institute of Law, Psychiatry, and 
Public Policy at the University of Virginia gives a scholarly legal 
analysis of the problems of competency for trial and responsi- 
bility in juvenile court. He reviews the vast changes that fol- 
lowed the Gault decision by the United States Supreme Court in 
1967, which gives certain procedural protection to juveniles, 
such as written notice of charges, right to counsel, privilege 
against self-incriminaticn, and the right to confront and cross- 
examine witnesses. Although it now seems obvious, it did not 
occur to many in 1967 that this landmark case would actually 
be the beginning of a shift from an emphasis on the primary 
purpose of the juvenile system to rehabilitate. The result has 
been increasing criminalization, with accompanying rights for 
juveniles and little actual progress in rehabilitative efforts. As a 
result, we have witnessed the shift to discussions of the insanity 
defense with juveniles, certification of juveniles to adult courts, 
and capital punishment of juvenile cases before the Supreme 
Court. As Richard J. Bonnie of the University of Virginia Law 
School writes, this shift reflects the current legal ambivalence in 
dealing with individuals under the age of 18 who perpetrate a 
homicide. 


CARL P. MALMQUIST, M.D. 
Minneapolis, Minn. 


Reprints of Book Forum reviews are not available. 
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Letters to the Editor 





Use of Extremely Low Doses of Fluphenazine Decanoate - 


Str: There has been considerable interest in low-dose neu~ 


roleptic treatment, particularly in the use of low-dose flu-’ 


phenazine decanoate (1~5), Kane et al. (1) reported doses as 
low as 1.25—5 mg every 2 weeks; Marder et al. (2, 4), 5 mg 
every 2 weeks; and Hogarty et al. (5), a meantSD of 
3.82+2.1 mg every 2 weeks, I would like to report a case in 
which the patient apparently responded to a dose of 0.5 mg 
(0.02 cc) of fluphenazine decanoate every 3 weeks. 


Ms. A is a 50-year-old divorced mother of four children. 
She has an 11th-grade education and a minimal work his- 
tory. She lives in a small house with her mother, her sister, 
and her sister’s boyfriend. 

Ms. A had barely managed as a single parent until 1970, 
when she decompensated following a physical assault by a 
boyfriend. She was isolated, seclusive, and delusional— 
with delusions about cancer, her uterus, surgery secretly 
performed on her, insects in her head—for most of the 
next 13% years. During this period she had intermittent 
outpatient psychiatric treatment characterized by poor 
compliance and poor follow-up. Functionally, she became 
another child in her mother’s home. 

Ms. A’s first psychiatric admission occurred in 1982 
after her delusions and agitation rendered her unmanage- 
able. Her verbal output at admission was described as 
unintelligible gibberish. She was discharged on a regimen 
of haloperidol, 10 mg b.id., but was rehospitalized 4 
months later following an assault on her mother. She was 
described as delusional, agitated, paranoid, and demon- 
strating disordered thinking. 

Ms. A was followed as an outpatient for the next couple 
of years, during which time she took thioridazine, 150— 
800 mg/day, with poor to fair results. Her compliance 
with this regimen was consistently problematic. She was 
then started on fluphenazine decanoate, 25 mg every 2 
weeks, and took this dose for 7 months. The dose was 
gradually tapered to 0.5 mg every 3 weeks over the next 22 
months without any signs of a thought disorder. During 
this period Ms. A was seen by a registered nurse every 3 
weeks, a support worker once a week, and a psychiatrist 
every 8—12 weeks. This pattern of service remained con- 
stant throughout all subsequent medication changes. 

In the spring of 1988 the fluphenazine decanoate was 
discontinued. One month later Ms. A complained of rest- 
lessness, anxiety, impaired sleep, and increasing confusion. 
The fluphenazine decanoate was restarted at 0.5 mg every 
3 weeks and she returned to stable functioning. She took 
this dose for 1 year, and the medication was then again 
discontinued. Eight weeks later Ms. A began to decom- 
pensate; she was rehospitalized 12 weeks after the neuro- 
leptic had been discontinued. She presented as confused, 
intermittently mute, and anxious; she demonstrated disor- 
dered thinking, thought blocking, and delusions when she 
did talk. She was restarted on fluphenazine hydrochloride, 
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5 mg/day, and was discharged after 1 week. Ms. A is now 
being treated as an outpatient and is taking progressively 
decreasing doses of fluphenazine decanoate, with the goal 
of returning to the dose of 0.5 mg every 3 weeks. 


Although this naturalistic abab design, and the mainte- 
nance of constant services whether or not medication is being 
administered, decrease the likelihood of a placebo response, 
the possibility of such a response is certainly not eliminated. 
To treat Ms. A with placebo without informed consent 
would be clearly unethical; to do so with her consent to blind 
administration of placebo versus fluphenazine would not be 
possible, because Ms. A fears further decompensation if she 
does not take medication and will not agree to such a course. 

While studies of low-dose fluphenazine decanoate therapy 
have indicated that the modal neuroleptic-responsive patient 
can be maintained on a dose of 5 mg every 2 weeks (1-5), 
this case should underscore the fact that with close clinical 
monitoring, a gradual, progressive decrease in dosage can 
result in efficacious treatment of some patients with ex- 
tremely low doses of fluphenazine decanoate. 
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JEFFREY GELLER, M.D., M.P.H. 
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Psychoactive Abuse Potential of Robitussin-DM 


Sir: The following case illustrates the continuing abuse 
potential of dextromethorphan, which is the antitussive com- 
ponent of Robitussin-DM. 


Mr. A, a 22-year-old army private, arrived at an army 
hospital emergency room complaining of severe dysphoria 
due to failing an army training examination and acute 
marital discord. He attributed his immediate problems to 
daily consumption of 20-22 oz of Robitussin-DM (5-512 
regular-size bottles). 

The patient related a history of polysubstance abuse 
starting at age 15. At age 16, on the suggestion of a drug- 
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abusing acquaintance, he drank a 4-oz bottle of Robi- 
tussin-DM. He described his mind-altering experience: 
“The high was 10 times greater than marijuana. It numbed 
me and solved my stress.” Mr. A felt bad when he was not 
taking the drug and became strongly addicted mentally. 
He typically would consume his first bottle in the morning, 
waiting about 45 minutes for the effect, then drink an 
additional bottle about every 4 hours for a “16-hour buzz 
that would set me for the whole day.” His use of dex- 
tromethorphan satisfied the DSM-III-R criteria for psy- 
choactive substance dependence. A few times he had 
sought help from professionals, including a clergyman, a 
youth director, and a psychologist. However, he felt that 
they did not take him seriously because they did not un- 
derstand the effects of the medication. He once told his 
pharmacist about the problem, but the pharmacist appar- 
ently declared, “It is impossible to get high on Robitussin.” 

Dextromethorphan hydrobromide is the antitussive in- 
gredient used in at least 60 over-the-counter preparations. 
It is a morphinan analogue, and its parent compound is 
morphine. Manifestations of acute toxicity include nausea, 
vomiting, drowsiness, dizziness, urinary retention, ur- 
ticaria, stupor, toxic psychosis, insomnia, hallucinations, 
hysteria, and coma. Mr. A reported difficulty sleeping (he 
slept only 4 hours per night); urinating up to 20-25 times 
a day; severe abdominal gas, pressure, belching, and oc- 
casional vomiting; slow, slurred speech; and difficulty fo- 
cusing his vision. He also reported ataxia, which precluded 
marching: “My legs were stepping 6 feet out in front of 
me.” 


Real abuse is associated with this agent, and it is known in 
the popular culture as a drug with the potential for abuse (1). 
It was available in tablet form (Romilar) about 30 years ago 
and was subsequently withdrawn from the over-the-counter 
market because of an abrupt upswing of sales and abuse. It 
was then remarketed in a mixture of excipient syrups and 
preparations that might discourage intentional intoxication 
(1). However, a “high” is produced with the consumption of 
only one 4-oz bottle (2). Abuse of dextromorphan was also 
described in Europe in 1968 (3) and 1972 (4), and it was 
labeled as an “escape drug.” There has been no recent pub- 
licity concerning its potential for abuse. 

We hope that health care providers and school guidance 
counselors will become more familiar with this over-the- 
counter substance and treat the severity of the psychological 
dependence on this drug with the same seriousness that they 
do that of other psychoactive substances. 
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LETTERS TO THE EDITOR 


Psychological Distress Related to Sexual Abuse in a Patient 
Undergoing Hemodialysis 


Sır: Several recent reports have documented high preva- 
lence rates of sexual abuse reported by psychiatric inpatients 
(1) and outpatients (2). Although sexual abuse during child- 
hood has been linked to chronic pelvic pain (3), we know of 
no reports specifically addressing sexual abuse in the histo- 
ries of psychiatric patients seen in the consultation-liaison 
setting. We report here a case in which childhood sexual 
abuse contributed tc psychological distress in a patient un- 
dergoing hemodialysis, 


Ms. A was a 3&-year-old woman who was referred by 
the medical service for her third psychiatric consultation in 
8 months because of her “notorious noncompliance” with 
chronic hemodialysis, which included missing scheduled 
dialyses and prematurely terminating dialysis once it had 
gotten underway. Referrals for outpatient psychiatric 
treatment made during previous consultations had not 
been accepted by the patient. 

During this admission, Ms. A described having been 
repeatedly raped and sexually abused by her stepfather 
from age 5 to 10, typically several times a week. Although 
she initially described the abuse with a bland affect, she 
became quite sad and tearful when asked if hemodialysis 
reminded her of being abused. She described having mem- 
ories of the abuse during her dialysis treatments, which 
would often become so painful that she would have to stop 
the treatment or avoid treatments altogether. She felt that 
dialysis, like sexual abuse, meant losing control over her 
body; it seemed like a repetitive experience of being phys- 
ically intruded upon by caretakers. 

Following what appeared to be an emotionally cathartic 
experience, Ms. A began, and continues in, outpatient psy- 
chotherapy. She has not required medical admission in the 
subsequent 5 months, compared to four medical admis- 
sions precipitated by noncompliance in the previous 8 
months. 


Routine inquiry about a history of sexual abuse and/or 
rape should now be considered part of a comprehensive psy- 
chiatric evaluation (3). Noncompliance with a hemodialysis 
regimen is multifactorial (4); further investigation would be 
necessary before concluding that past sexual abuse is a sig- 
nificant component of hemodialysis noncompliance in gen- 
eral. However, we suggest that since repeated intrusive med- 
ical or surgical procedures mimic certain aspects of sexual 
abuse, consulting psychiatrists should be especially alert to 
the possibility of childhood sexual abuse when patients are 
referred for noncompliance with such procedures. 

Avoidance of situations that remind one of past trauma is 
characteristic of posttraumatic stress disorder as described in 
DSM-III-R, Reframing the patient’s noncompliance behav- 
ior as such may help medical and nursing staff avoid adopt- 
ing harsh, controlling stances (“You have to have this done”) 
that may remind the patient of abuse. 

We welcome further study of this topic. 
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Control of Bed-Wetting With Benztropine 


Sir: Bed-wetting is a humiliating experience frequently en- 
countered by chronic, treatment-resistant schizophrenic pa- 
tients. Most institutions use behavioral methods—such as 
restricting water intake, getting patients to urinate before 
going to bed, and/or awakening them during the night to 
urinate (1}—to control bed-wetting. These measures are 
helpful but often inadequate. Small doses of imipramine and 
propantheline bromide have been used in the treatment of 
children with enuresis and of geriatric patients. The success 
of these compounds is most likely due to their intrinsic an- 
ticholinergic activity. 

We observed that clozapine, an investigational antipsy- 
chotic drug with marked anticholinergic activity (2), stopped 
bed-wetting in two schizophrenic patients. This observation 
motivated us to look at benztropine, a potent, long-acting 
anticholinergic compound, as a potential treatment for noc- 
turnal enuresis in this patient population. 

Six patients who had been wetting their beds every night 
for several weeks were given benztropine, 4 mg p.o. at 8:00 
p.m. All of these patients were adult men (mean age=38.5 
years; range=32-45) with chronic schizophrenia who had 
been hospitalized for several months and were taking a va- 
riety of medications, including neuroleptics, lithium, and ben- 
zodiazepines. The usual behavioral methods for controlling 
bed-wetting had been tried and had been unsuccessful. 
Within 4-5 days of starting benztropine, two of the six pa- 
tients stopped urinating during the night. The frequency of 
nighttime urination decreased markedly (to 2-3 times per 
week) in three other patients. It was later discovered that the 
patient who did not respond had had a urethral dilation 
procedure to relieve strictures and had a history of repeated 
bladder infections. 

We believe that our limited results are important, and if 
they are replicated in a larger sample, this treatment will 
contribute to the comfort of many long-term psychiatric pa- 
tients. It must be emphasized that 4 mg of benztropine at 
8:00 p.m. was required to control the bed-wetting, and there 
were no other changes in the patients’ medications or treat- 
ment plans. All of these patients had been taking benz- 
tropine, 2 mg p.o. at 8:00 a.m. and 8:00 p.m., and the in- 
crease of the evening dose to 4 mg was necessary to achieve 
the desired effect. Since benztropine is a long-acting anticho- 
linergic, we found that the morning dose could be eliminated 
for three of our patients. Large doses of benztropine can 
cause cognitive difficulties, particularly in elderly patients. 

We are presently conducting a systematic evaluation of 
benztropine in a larger sample of nocturnal bed-wetters in 
order to evaluate more thoroughly both the therapeutic effect 
and the potential side effects of this new treatment. 
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Persistence of Psychiatric Symptoms in HIV Seropositive 
Persons 


Sir: A number of neuropsychiatric and psychosocial com- 
plications, including suicide and suicide attempts, at all stages 
of HIV infection have been described (1, 2). Counseling is 
routinely provided to individuals when they are notified of 
their HIV seropositive status, but there are few data on the 
need for longer-term counseling or psychiatric follow-up. 

The U.S. military services mandate periodic screening of 
active-duty individuals for the presence of antibodies to HIV. 
U.S. Air Force personnel who test positive receive annual 
medical and psychiatric examinations. We used standardized 
psychiatric rating scales and clinical examinations to com- 
pare rates of psychiatric illness and levels of psychological 
distress in 48 individuals who had just been notified that they 
were seropositive and in 41 individuals who had known for 
1 year (mean=10.8 months, range=9—14 months). The ex- 
aminations consisted of a psychiatric interview, a mental sta- 
tus examination, and administration of the Hamilton Rating 
Scale for Depression (3), the Hamilton Rating Scale for Anx- 
iety (4), and the Michigan Alcoholism Screening Test 
(MAST) (5). 

The 89 seropositive patients included 81 men and eight 
women. Their average age was about 30 years. Only four 
patients met the criteria of the Centers for Disease Control 
for AIDS. Significantly more (p=0.04) of the initial evalua- 
tion patients (N=13, 27.1%, versus N=4, 9.8%) had ab- 
normally high Hamilton depression scores (12 or higher). 
This finding suggests higher levels of dysphoria and psycho- 
logical distress in the group that had just learned that they 
were seropositive. 

However, an important number of psychiatric symptoms 
may also occur many months after a person has been notified 
of HIV seropositive status. Differences between the group 
just notified and the group that had known for a year failed 
to reach statistical significance on several variables: de- 
creased libido (35.4% and 24.4%, respectively), suicidal ide- 
ation (25.0% and 17.1%), MAST score =5 (25.0% and 
14.6%), and Hamilton anxiety score =12 (18.8% and 
12.2%). No differences between the two groups in frequency 
of psychiatric diagnoses approached statistical significance. 
The most common diagnoses for both groups were person- 
ality disorder (29.2% for the just-notified group and 36.6% 
for the group that had known for a year), adjustment disor- 
der (22.9% and 17.1%, respectively), simple phobia (20.8% 
and 17.1%), hypoactive sexual desire disorder (12.5% and 
9.8%), major depression (8.3% and 2.4%), alcohol abuse 
(12.5% and 7.3%), and organic mental disorder (10.4% and 
2.4%). However, the percentage of patients who expressed a 
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desire not to be returned to active duty was almost double in 
the group that had known their HIV status fora year (46.3% 
versus 25.0%; p=0.04). 

There are several ways in which the two groups could 
differ that might have affected the results: demographic com- 
position, stage of physical illness, number of psychosocial 
stressors, perception of the quality of social support, psychi- 
atric predisposition, and degree of CNS involvement. How- 
ever, the results of this study suggest the need for follow-up 
counseling and availability of long-term psychiatric care. Cli- 
nicians who refer patients for HIV screening and those who 
administer HIV screening programs should consider ap- 
proaches to address and prevent the long-term as well as the 
short-term emotional sequelae in patients who learn of their 
HIV seropositive status. 
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Low Serum Albumin Levels and Risk of Delirium 


Sır: We previously reported an association between an 
albumin level below 3.0 g/dl and delirium in patients with 
liver disease (1). In these patients, discriminant analysis re- 
vealed that albumin level, degree of EEG slowing, and Trail 
Making Test B scores were the three most important discrim- 
inators of delirious patients. Levkoff et al. (2) extended our 
findings by reporting a greater risk of delirium when serum 
albumin levels were below 3.5 g/dl in elderly patients hospi- 
talized for a variety of medical and surgical conditions. 

We feel that there are a number of reasons that a low 
serum albumin level contributes to the risk of delirium. A 
low albumin level occurs in many chronic conditions and 
reflects the severity of the underlying disease rather than sim- 
ply malnutrition (3). Older patients with severe underlying 
illness and multiple medical conditions are at greater risk for 
delirium during hospitalization (4). 

Delirium occurs more frequently among patients who are 
already demented. Studies of delirium have shown that the 
risk is three to four times greater among patients with prior 
cognitive impairment (4). Serum albumin levels are lower in 
demented patients than in age- and sex-matched control sub- 
jects (5), which may account for some of the association of a 
low serum albumin level with delirium. 

Finally, albumin has an important role in binding and 
transporting many medications. Any reduced capability to 
bind such drugs, particularly those with CNS side effects, 
will result in higher free drug concentrations and, therefore, 
more potential for precipitating delirium. 
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We recommend routine screening of serum albumin levels 
in patients who are medically ill, especially the elderly, to 
help assess their risk of delirium. Patients at higher risk 
should be monitored carefully, e.g., by using cognitive 
screening tests. Prompt diagnosis and management of delir- 
ium may reduce the greater length of hospitalization and 
high mortality that have been associated with this condition. 
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Exposure to Ultraviolet B Radiation During Phototherapy 


Sır: Phototherapy has increasingly become accepted as an 
effective treatment for seasonal affective disorder (1). Lim- 
ited work, however, has been done on the spectral nature of 
phototherapy (2). Duro-Test “Vita-Lite” or General Electric 
“Cool White” flucrescent tubes, which produce ultraviolet 
and visible light, have been commonly used by researchers. 
Overexposure to ultraviolet A radiation may contribute to 
formation of nuclear cataracts, but a quantitative relation- 
ship between exposure and this risk has not been developed. 
Because overexposure to ultraviolet B radiation was recently 
quantified as a risk factor for cortical cataracts (3), we 
wished to calculate the potential risk for patients receiving 
phototherapy. We therefore analyzed manufacturer-supplied 
data on the ultraviolet B irradiance of the two commercially 
available bulbs we have mentioned. 

For purposes of risk calculation, we postulated that in € 
worst-case scenario an overly enthusiastic patient would 
stare directly at a 2500-lux light source for 2 hours daily, 
although in one paradigm investigators have asked patients 
to glance at such a light source only once or twice a minute 
for at least 2 hours per day (4). (Exposure to 10,000 lux of 
light allows similar amounts of radiation in one-half hour a 
day.) In the region of 285—325 nm, the Vita-Lite produces an 
irradiance of 5.5 p, W/cm”, and the Cool White, 5.8 wW/cm?. 
Assuming that biological effectiveness depends on a wave- 
length similar to that for skin erythema (5), the effective 
irradiances for these bulbs in this region are 2.2 W/cm? for 
the Vita-Lite and 2.6 W/cm? for the Cool White. Staring 
directly at the lamps for 2 hours daily, 90 days a year, the 
patient would therefore receive 1.4 J/cm? per year of ultra- 
violet B radiation. from the Vita-Lite or 1.7 J/cm? per year 
from the Cool White. A recent study of Maryland watermen 
(whose occupation exposes them to high levels of ultraviolet 
light) has documented that exposure to lesser amounts of 
ultraviolet B (1.3 J/cm? per year) over many years can in- 
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crease the risk of developing cortical cataracts (of at least 
grade 2 opacity) from approximately 5% to over 10% (3). 

Several conclusions are suggested by these data. First, in 
the ultraviolet B region of the spectrum, Cool White and 
Vita-Lite tubes deliver similar amounts of radiation. Second, 
clinicians may now wish to inform patients of the potential 
for development of cortical cataracts after many years of 
excessive exposure to ultraviolet light from fluorescent bulbs 
(as well as the sun). Actual exposure to ultraviolet B radia- 
tion through phototherapy is likely to be considerably less 
than our calculated values, given that patients spend the ma- 
jority of their phototherapeutic sessions receiving the light at 
an indirect angle and given that emissions fall off as bulbs 
age. Nevertheless, patients should be instructed not to stare 
directly at the lights for long periods of time. With an adverse 
effect from ultraviolet radiation unlikely but possible, re- 
searchers in the field of phototherapy would do well to study 
the effects of phototherapy delivered through ultraviolet-ab- 
sorbing filters. 
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Diagnostic Criteria for Epilepsy-Related Mental Changes 


Str: Epilepsy may be associated with a complex mixture of 
psychiatric disorders. Most prominent are rapid shifts in 
mood, with predominant depression and episodic irritability 
that occasionally becomes explosive (1, 2). Schizophrenia- 
like episodes with paranoia, hallucinations, and/or delusions 
are occasionally associated with epilepsy (3, 4). Recurrent 
attacks of anxiety, symptoms of somatization disorder, and 
episodes of amnesia and/or confusion are experienced; in 
fact, many of the phenomena described as characterizing 
psychiatric disorders can be present in the epileptic patient. It 
is standard practice to separate the recognized neurologic 
seizure manifestations from the psychiatric symptoms; the 
latter are catalogued as the psychiatric disorders of nonepi- 
leptic patients. Closer scrutiny, however, suggests important 
differences between the mental abnormalities of epileptic pa- 
tients and those present in nonepileptic psychiatric patients. 

Thus, the mood changes associated with epilepsy differ 
from those of manic-depressive illness because of their rapid 
shifts (rapid cycling). Schizophrenia-like symptoms occur in 
patients with epilepsy who tend to be very emotional but are 
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not schizoid and relate well to others. Overall, the mental 
changes in epilepsy tend to be atypical for the psychiatric 
disorders they resemble, they tend to occur in highly episodic 
form (often with sudden onset and termination), and they 
tend to be pleomorphic in a given patient, presenting in clus- 
ters or in succession. A precise, traditional diagnostic classi- 
fication is usually not possible. In addition, patients with 
epilepsy—particularly those with long-standing illness—may 
manifest a range of more subtle yet relatively stable person- 
ality and behavioral changes (hyperemotionality, viscosity, 
hyposexuality) that have been called interictal personality 
traits (1). 

DSM-III-R presents a number of descriptions of organic 
mental disorders (organic mood disorder, organic delusional 
disorder, organic hallucinosis, organic anxiety disorder, am- 
nestic disorder, organic personality disorder) that can be 
used to approximate the syndromes noted in patients with 
seizure disorders. Such a categorization lacks specificity and 
is only tangentially descriptive. We would like to suggest a 
separate classification for the psychiatric complications of 
chronic seizure disorders and present the following as a 
working model. 


Neurobebavioral Disorders of Epilepsy 


1. Mood disorder (dysphoric, euphoric, rapid cycling, 
mixed) 

2. Irritable-impulsive disorder 

3. Schizophreniform disorder (paranoid, delusional, hal- 
lucinatory) 

4, Anxiety disorder (panic, phobic, generalized) 

5. Amnestic-confusional disorder 

6. Somatoform disorder (pseudoseizures, pain) 

7. Personality disorder (viscous, hyperemotional, hyper- 
sexual) 

8. Compound (more than two of the preceding categories) 

9. Not otherwise specified 


In this classification the term “‘neurobehavioral” refers to 
the underlying organic substrate but does not claim a specific 
anatomic/functional basis as is implied by currently used 
terms such as “temporal lobe syndrome” or “limbic mental 
syndrome.” 

Some of the symptoms characteristic of the neurobehav- 
ioral syndrome of epilepsy may be present in patients who do 
not have overt clinical seizures (and therefore do not rate 
classification as epileptic) but do have evidence of organic 
brain disease (e.g., head injury, encephalitis, cerebrovascular 
accident). Until the phenomena of these disorders are better 
defined, it would be best to continue listing the organic fac- 
tors on axis III, with the anticipation that future investiga- 
tion will demonstrate a similar hierarchy of mental changes 
based on organic factors which may give rise to subclinical 
seizure disturbances. 
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Psychiatric Reaction to Ketoconazole 


Sir: We would like to comment on the letter to the Editor 
“Adverse Psychiatric Reaction to Ketoconazole” by R.Z. 
Fisch, M.D., and A. Lahad, M.D. (1). They interpreted the 
hallucinations reported by a patient 1-2 hours after ingesting 
ketoconazole as “a genuine, if idiosyncratic, reaction” to the 
drug, apparently due to CNS involvement. However, keto- 
conazole does not cross the intact blood-brain barrier, and it 
crosses to only a limited extent in fungal meningitis (2). 

An alternative explanation for the onset of psychiatric 
symptoms could be the action of ketoconazole as a steroid 
inhibitor (3); that is, a 400-mg oral dose causes a transient 
decrease in plasma cortisol levels. On the other hand, the 
drug is used as a palliative treatment of Cushing’s syndrome 
with impressive clinical results, including regression of psy- 
chiatric symptoms (3). Chronic states of hypocortisolism, 
such as Addison’s disease, may be associated with psychotic 
symptoms, including hallucinations (4, 5), even though de- 
pression is the most common symptom (6). Perturbation of 
the hypothalamic-pituitary-adrenal axis due to adrenal en- 
zymatic inhibition by ketoconazole may, therefore, play a 
role in the precipitation of psychiatric symptoms in predis- 
posed individuals. 

It should be pointed out that according to the authors’ 
description in their case report, the patient was not free of 
psychopathology (hypomanic temperament, personality 
problems) as was claimed in the conclusion of their letter. In 
large samples of patients treated with high doses of ketocon- 
azole (800-2000 mg/day) for systemic mycoses, endocrine 
conditions, or hormone-producing tumors, psychiatric reac- 
tions have never been reported. We agree with the authors 
about the very “idiosyncratic” nature of the drug reaction 
they reported. 
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Dr. Fisch and Dr. Lahad Reply 


Sir: Dr. Sonino and Dr. Fava call attention to the point 
that ketoconazole dees not cross the intact blood-brain bar- 
rier and that our patient’s symptoms may be explained as 
other than a direct drug reaction. We agree that ketocona- 
zole’s action as a steroid inhibitor may play a role in the 
precipitation of psychiatric symptoms in predisposed indi- 
viduals. On the other hand, we cannot dismiss the possibility 
that small amounts of the drug or its metabolites do enter the 
CNS and produce typical CNS side effects (headaches, diz- 
ziness, somnolence, photophobia). 

The possibility that our patient was not free of psychopa- 
thology before the ingestion of the drug does not exclude a 
genuine adverse reaction. The symptoms of his drug reaction 
were clearly different from his usual experience and appeared 
only in connection with that drug. The fact that psychiatric 
reactions to ketoconazole have not been reported before and 
that the manifestation of this drug reaction is very unusual is 
what makes this case interesting. 


R.Z. FISCH, M.D. 
A. LAHAD, M.D. 
Jerusalem, Israel 


Acetazolamide as a Control for CO,-Induced Panic 


Sir: A recent article by Roy J. Mathew, M.D., and asso- 
ciates (1) explored the possibility that an increased CO, level 
in the CNS can trigger panic attacks in patients with panic 
disorder. Thirteen panic disorder patients were given intra- 
venous acetazolamide, a carbonic anhydrase inhibitor, and 
10 panic disorder patients received normal saline infusion in 
a double-blind, random design. The authors claimed that 
acetazolamide caused brain hypercarbia, because they found 
an increase in cerebral blood flow. Since none of the subjects 
who were given acetazolamide panicked, the authors felt jus- 
tified in disputing the CO, hypersensitivity theory of panic. 

We believe that this study cannot address this theory, let 
alone refute it. The authors insisted, in spite of their own 
extensive references to the contrary, that “‘there is little doubt 
about the hypercarbia and acidosis induced by acetazola- 
mide.” In fact, the only evidence supporting this assumption 
was increased cerebral blood flow. However, one of the ar- 
ticles in the authors’ own reference list states, “AZ caused a 
rapid vasodilation in the brain and over a wide range of 
pCO2’s... this agent has a local vasodilator effect on the 
cerebral arterioles, unrelated to its specific effects as a carbon- 
ic anhydrase inhibitor” (2). Therefore, why assume that the 
changes in cerebral blood flow were caused by hypercarbia? 

Acetazolamide penetrates the blood-brain barrier very 
slowly, so much of the effect that Dr. Mathew and associates 
noted during their approximately 10 minutes of cerebral 
blood flow measurements may not even have been due to 
acetazolamide. They failed to note that carbonic anhydrase 
catalyzes a reversible reaction between bicarbonate and 
CO,; the direction of the reaction depends on the law of 
mass action. Inhibiting the enzyme will not affect the direc- 
tion of the reaction. Hypocarbia or hypercarbia will result 
depending on the physiological state of the subject. 

The authors’ own data do not support the inference of 
brain hypercarbia, since none of the subjects who received 
acetazolamide experienced the slightest respiratory change 
(the dizziness can easily be explained by vasodilation}. Had 
brain hypercarbia indeed developed, there should have been 
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the usual increase in tidal volume and respiratory rate. Since 
there is no evidence that hypercarbia developed, the experi- 
ment did not address CO, anxiogenesis. 

Acetazolamide is not an ideal choice for this kind of ex- 
periment because it causes multiple physiological changes, 
whereas its CNS action is mostly unknown. This study leaves 
open the possibility that panic disorder patients are hyper- 
sensitive to CO, (3). 
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Dr. Mathew Replies 


Str: Dr. Klein and associates argue that acetazolamide 
does not induce hypercarbia in the brain, and therefore it 
cannot be used to test increased brain sensitivity to CO, in 
panic disorder patients. I am grateful to them for giving me 
the opportunity to express my views on the subject in some 
detail. 

An extensive volume of literature is available on carbonic 
anhydrase and its inhibition (1). The vast majority of re- 
search reports indicate that inhibition of carbonic anhydrase 
by acetazolamide results in metabolic acidosis and CO, re- 
tention all over the body, including the brain. The view that 
slow penetration of the blood-brain barrier by acetazolamide 
argues against drug-induced CO, retention in the brain re- 
flects unfamiliarity with the physiology of CO, removal by 
neural tissues. Neurons do not contain carbonic anhydrase, 
unlike the glia and choroid plexus. CO, removal from the 
neurons is facilitated by the carbonic anhydrase contained in 
RBCs, the inhibition of which will result in CO, retention in 
neurons. Acetazolamide inhibits RBC carbonic anhydrase 
within moments; the drug does not need to penetrate the 
blood-brain barrier to accomplish this (1). 

Several indirect sources of evidence suggest hypercarbia 
after administration of acetazolamide. Acetazolamide has 
been reported to lessen symptoms that occur when arterial 
CO, levels are rapidly reduced by the use of mechanical 
ventilators in patients with chronic respiratory failure. Acet- 
azolamide (and other carbonic anhydrase inhibitors, such as 
methazolamide) and CO, have similar CNS effects (depres- 
sion of spinal monosynaptic reflexes in the cat, decreased 
EEG spikes in the cat and the monkey, and an anticonvulsant 
effect) (1). 

Once lung carbonic anhydrase is inhibited, end tidal CO, 
ceases to be a reliable index of arterial levels. Krintel et al. (2) 
demonstrated significant hypercarbia in peripheral tissues, 
central venous blood, and arterial blood after the adminis- 
tration of 15 mg/kg of acetazolamide to 10 patients with 
chronic obstructive pulmonary disease. Mithoefer and Davis 
(3) detected an increase in CO, tension in arterial blood and 
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subcutaneous gas pockets (created by injecting air into sub- 
cutaneous tissue) in rats after carbonic anhydrase inhibition. 
Meyer and Gotoh (4) observed marked increases (often ex- 
ceeding 20 mm Hg) in cerebral cortical Pco, measured with 
CO, electrodes after acetazolamide was given to monkeys 
and cats. Brzezinski et al. (5) noted significant increases in 
CSF CO, after acetazolamide was administered to cats and 
rats. Kennealy et al. (6) found significant increases in brain 
CO, (measured with an intracerebral Teflon-coated steel 
catheter and mass spectrometer) after administration of acet- 
azolamide in every dog they studied. I do not know of a 
single study that has failed to find tissue hypercarbia imme- 
diately after administration of acetazolamide. 

Subjects who received acetazolamide in our study were 
asked to breathe regularly, since this is of fundamental im- 
portance to cerebral blood flow measurement with the xe- 
non-133 inhalation technique. This may explain the absence 
of drug-induced changes in respiratory rate. 

While there is some uncertainty about factors other than 
hypercarbia that are responsible for postacetazolamide cere- 
bral vasodilation (reference 38 in our article), there is little 
doubt concerning the hypercarbia and metabolic acidosis. 
Absence of acetazolamide-induced hypercarbia is therefore 
unlikely to be the explanation for the drug’s failure to pre- 
cipitate attacks. 
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ROY J. MATHEW, M.D. 
Durham, N.C. 


Use of Animals in Research on Panic Disorder 


Str: The experiments of Gayle Sunderland, Ph.D., and as- 
sociates (1) represent a troubling example of the readiness of 
researchers to use animals with no clear goal in sight. These 
authors treated monkeys with imipramine, alprazolam, or 
placebo, then infused sodium lactate, and observed that the 
distress they had been able to cause the monkeys was re- 
duced by the two drugs. All of this, of course, can be done 
with human subjects. 
` It appears that this research was intended to be part of an 
effort to model panic disorder in animals. Modeling should 
be predicated on clear-cut need, which was not indicated in 
the research report. The time is long past when such exper- 
iments, which cause considerable distress in animals, are tol- 
erable. The 1985 amendment to the Animal Welfare Act 
requires attention to the psychological needs of primates. 
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While the scientific community has managed to stall the im- 
plementation of the regulations pursuant to that amendment, 
it should have shared its goals. These vaguely rationalized 
and obviously distressing experiments should not have been 
done. 
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NEAL D. BARNARD, M.D. 
Washington, D.C. 


Dr. Rosenblum and Dr. Friedman Reply 


Sır: The history of medicine is replete with well-recog- 
nized examples of the significant role of animal research in 
providing us with a fundamental understanding of various 
disease states and with the capacity to develop the breadth of 
therapeutic techniques central to the level of medical care we 
enjoy today. We recognize that there have always been those 
who feel, as Dr. Barnard does, that if relevant research can be 
done with human subjects, animals should be spared partic- 
ipation in those types of investigation. But notwithstanding 
the importance of human research subjects, as we indicated 
in the introduction to our article, for most of us, there is a 
range of investigations relating to “etiology, mechanisms, 
and treatment” of various disorders for which the use of 
human subjects is neither feasible nor ethically possible. 
Given current estimates that panic disorder has a lifetime 
prevalence rate of 1.4%, that several times this number of 
people have less severe forms of the disease, and that suicide 
is not an uncommon sequela of the problem (1, 2), there is a 
clear need to pursue a variety of approaches to this disorder. 

Development of an appropriate animal model will consid- 
erably facilitate systematic examination of such issues as the 
possible roles of altered neurotransmitter levels and particu- 
lar developmental experiences in the etiology of the disease, 
as well as the potential efficacy of a variety of treatment 
modalities, including new pharmacological agents. Contrary 
to Dr. Barnard’s statements, these perspectives were detailed 
in the Discussion section of our article. This certainly is not 
meant to imply that all proposed forms of research on ani- 
mals will be able to meet society’s ethical and legal standards 
for humane treatment of animal subjects. However, the pro- 
cedures used in our study were in keeping with the Animal 
Welfare Act of 1985 and were reviewed and found appro- 
priate by our Institutional Animal Care and Use Committee 
as well as by the Journal reviewers before publication of the 
article. As responsible animal investigators, we actively sup- 
port efforts to maintain the highest standards of humane 
treatment of our subjects, but we are unwilling to callously 
defer humanely structured research that holds the promise 
of alleviating the suffering of large numbers of our fellow 
citizens. 


REFERENCES 


1. Weissman MM, Klerman GL, Markowitz JS, et al: Suicidal 
ideation and suicide attempts in panic disorder and attacks. N 
Engl J Med 1989; 321:1209-1214 

2. Robbins LN, Helzer JE, Weissman MM, et al: Prevalence of 


Am J Psychiatry 147:5, May 1990 


LETTERS TO THE EDITOR 


specific psychiatric disorders in three sites. Arch Gen Psychiatry 
1984; 41:949-953 


LEONARD A. ROSENBLUM, PH.D. 
STEVEN FRIEDMAN, PH.D. 
Brooklyn, N.Y. 


Left-Handedness and Ventricle Size in Schizophrenic 
Patients 


Sir: We were intrigued by the recent report “Association 
of Left-Handedness With Ventricle Size and Neuropsycho- 
logical Performance in Schizophrenia” (1). In an attempt to 
replicate the findings of this study, we reviewed the records 
of patients admitted to the Neuropsychiatric Research Hos- 
pital of the National Institute of Mental Health. One hun- 
dred fifty-nine patients met the DSM-III or DSM-IH-R cri- 
teria for undifferentiated or paranoid schizophrenia; their 
files contained extensive neuropsychological data as well as 
ventricle-brain ratio (VBR) measurements made on CT 
scans. 

Of the 159 patients, 14 (9%) wrote with their left hands. 
This is a proportion that approximates the rate of left-hand- 
edness in the normal population (2), There was no significant 
difference between the groups on VBR measurements 
(t=0.35, p>0.70). We also ran univariate tests on 20 neu- 
ropsychological variables, including all subtest and IQ meas- 
ures from the WAIS-R; scores on the Category, Trail Mak- 
ing, and Tactual Performance tests and the Average 
Impairment Rating from the Halstead-Reitan Battery; results 
of a continuous performance test of vigilance and distracti- 
bility; and results of the Stroop Test. We were unable to 
identify a significant difference between right-handers and 
left-handers on any of the measurements. 

Although some studies have identified greater rates of left- 
handedness in schizophrenia, Ms. Katsanis and Dr. Iacono 
did not note that others have failed to do so (3, 4). It is 
possible that a sample of schizophrenic patients in which 
left-handedness is markedly large may include a number of 
patients in which early cerebral impairment has led to 
“pathological” left-handedness. There is insufficient reason 
to presume, however, that the relationship between this type 
of cerebral impairment and the dysfunction associated with 
schizophrenia is anything more than epiphenomenal. 
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Ms. Katsanis and Dr. Iacono Reply 


Sir: While the results presented by Dr. Randolph and as- 
sociates are interesting, their data do not clearly contradict 
our finding that left-handed patients with schizophrenia have 
more cerebral dysfunction than right-handed patients. Our 
study and theirs differ in several important aspects that may 
account for the diverse findings. 

Dr. Randolph and colleagues do not describe their schizo- 
phrenic sample beyond giving the subtype diagnoses and not- 
ing that the subjects were drawn from a special ward estab- 
lished for neuropsychiatric research. Our patients, all of 
whom met the DSM-III criteria for chronic schizophrenia, 
were carefully selected to eliminate elderly patients and pa- 
tients with histories of substance dependence, tardive dys- 
kinesia, and head trauma—all factors that could affect ven- 
tricular size and neuropsychological performance. Within 
the constraints imposed by our exclusionary criteria and the 
requirements for obtaining informed consent, our subjects 
either 1) were consecutive admissions from the sole extend- 
ed-care psychiatric hospital serving a Canadian province or 
2) represented the entire population of patients resident in 
boarding homes affiliated with our hospital. In addition, 
other factors that could affect test scores, such as educational 
level and medication status, did not differentiate the left- and 
right-handed groups. The special features of our sample may 
have been crucial to our obtaining differences between left- 
and right-handed patients, and our study participants were 
probably more representative of the population of young, 
chronic schizophrenic patients than those examined by Dr. 
Randolph and associates. 

In order to examine differences between right-handed and 
left-handed groups, Dr. Randolph and colleagues performed 
univariate analyses. Our univariate tests also yielded nonsig- 
nificant differences between groups for the majority of the 
neuropsychological tests. However, examination of the data 
with multivariate analysis allows for the detection of signifi- 
cant trends in the data. Our multivariate analysis reached 
significance, and inspection of the group means revealed that 
for most of the neuropsychological tests, left-handers tended 
to perform more poorly than right-handers. 

Besides the WAIS-R and the Trail Making Test (which 
neither we nor Dr. Randolph and associates found to differ- 
entiate groups), there was no overlap between the tests we 
used and those chosen by Dr. Randolph’s group. The use of 
different types of tests, each of which taps different areas of 
functioning with varying sensitivity, could have contributed 
to our divergent findings. 

Dr. Randolph and colleagues conclude their letter by ar- 
guing that we failed to report that certain investigators have 
not found greater rates of left-handedness in schizophrenia. 
However, our report was not meant to be a comprehensive 
examination of the relationship between left-handedness and 
schizophrenia. Rather, we wanted to examine the association 
of left-handedness and cerebral dysfunction in schizophre- 
nia. According to our findings and those of others (1, 2), it 
appears that left-handed schizophrenic patients tend to have 
ventricular dilation and are neuropsychologically different 
from right-handed patients. Finally, if Dr. Randolph and as- 
sociates have used the word “epiphenomenal” to mean “‘co- 
incidental,” we agree with them that further research is 
needed before any definite conclusions can be drawn regard- 
ing the association between “pathological” left-handedness 
and schizophrenia. 


680 


REFERENCES 


1. Andreasen NC, Dennert JW, Olsen SA, et al: Hemispheric 
asymmetries and schizophrenia. Am J Psychiatry 1982; 139: 
427-430 

2. Pearlson GD, Kim WS, Kubos KL, et al: Ventricle-brain ratio, 
computed tomographic density, and brain area in 50 schizo- 
phrenics. Arch Gen Psychiatry 1989; 46:690-697 


JOANNA KATSANIS, M.A; 
WILLIAM G. IACONO, PH.D. 
Minneapolis, Minn. 


Legitimacy of Factitious Disorder Diagnoses 


Sır: The article by Richard Rogers, Ph.D., and associates 
(1) questioning the legitimacy of the DSM-III-R diagnosis of 
factitious disorder with psychological symptoms is very in- 
teresting. Nevertheless, their perception of factitious disor- 
ders may stem from the forensic setting in which they work. 
The motivations of forensic patients are unusually complex 
and contaminated by attempts to avoid responsibility for 
behaviors which have led to legal charges. Because of these 
difficulties, DSM-III-R diagnoses must be used cautiously in 
forensic settings, and the diagnosis of factitious disorders 
may not be useful in these assessments. 

I have noticed that I have seen more examples of factitious 
disorder with psychological symptoms over the past 3 years 
in a downtown general hospital than I had seen in 12 years 
in a psychiatric hospital and research institute. It may be that 
patients with factitious disorders, with either psychological 
or physical symptoms, selectively seek out general hospital 
settings so as to assume a patient role and not be perceived as 
“crazy.” 

In a typical case example, a 32-year-old woman was 
brought by the police to the emergency room; she appeared 
confused and lost. She said that she could not remember her 
name or address and appeared very sad. The next morning 
she still appeared depressed and almost mute. She nodded 
that she was married but could not remember her husband’s 
name. When pressed for the truth, she responded, “I guess 
you know that I have a factitious disorder. I’ve been to 20 
hospitals in the past 3 years. I don’t know why I do it. If I 
don’t stop I will lose my job and my marriage” (she had a 
husband and two children). Contact with the husband con- 
firmed the patient’s story and the absence of precipitating 
events or identifiable secondary gains. 

In my experience, these patients come to general hospital 
emergency departments in the evening or on weekends with 
depression or other psychiatric symptoms and are admitted 
by a resident. On the ward such a patient may interact with 
the staff and other patients until the attending psychiatrist 
makes rounds and finds the patient depressed or confused 
and uncommunicative. Sometimes the charade ends when 
the physician confronts the patient with this observed dis- 
crepancy or a staff member recognizes the patient from hav- 
ing seen him or her at another hospital. The diagnosis is 
confirmed when the patient admits to pretending to be men- 
tally ill but can give no explanation for doing this. The sec- 
ondary gains of malingering are absent. 

It is my impression that many patients with factitious dis- 
orders go to emergency rooms in teaching general hospitals 
where anonymity is almost assured. These are people who 
have a need to be patients. Thus, in a general psychiatric 
setting, factitious disorder is a useful diagnostic label and an 
accurate description of a common syndrome that does not 
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meet the criteria for a disease. It appears to have both con- 
scious and unconscious determinants. In forensic settings 
and in civil litigation assessments, the secondary gains are 
such obvious and important motivating factors that malin- 
gering should be the preferred diagnosis. 
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BRIAN F. HOFFMAN, M.D., F.R.C.P.(C) 
Toronto, Ont., Canada 


Dr. Rogers and Dr. Bagby Reply 


Sir: Dr. Hoffman’s suggestion—based entirely on his im- 
pressions and experiences—that factitious disorder patients 
selectively seek out general hospitals (in particular, emer- 
gency rooms of teaching hospitals) in the evening or on 
weekends is an interesting and empirically testable hypoth- 
esis. During our literature search, however, we were unable 
to locate any studies to support or negate this hypothesis. 
Nevertheless, we would certainly encourage Dr. Hoffman 
and other researchers to pursue the issue. 

Of course, the methodological problems that investigators 
will encounter in conducting such a study are very difficult, if 
not insurmountable, at least on the basis of the current di- 
agnostic criteria for factitious disorder. Presumably, such a 
study would require that a group of clinical raters reach a 
consensus regarding the diagnosis of factitious disorder, an 
unenviable task given the low kappa coefficients for inter- 
rater agreement that have been reported in the DSM-III field 
studies. Part of the reason for the low kappa coefficients may 
be located in the difficulty of ruling out “intrapsychic needs” 
in the absence of external incentives. Merely contacting a 
spouse to corroborate a story or cursorily examining possible 
external incentives is insufficient in assigning a diagnosis for 
research purposes. Extensive interviewing of the client, the 
client’s family, and significant others in both the workplace 
and the social environs is absolutely essential for establishing 
a reliable diagnosis of this disorder. 

Given the difficulties in conducting such a study, it should 
be clear that Dr. Hoffman’s implicit contention that our per- 
ception of factitious disorders may be clouded by our work 
with forensic patients dodges the unresolved issues concern- 
ing the diagnostic legitimacy of factitious disorders. While 
we agree that it is most difficult to disentangle the complex 
web of motivations that typify forensic patients, basic prin- 
ciples of diagnosis are not invariable across different patient 
samples. In the two cases that we provided, both patients had 
presented a similar clinical picture in a variety of settings. We 
doubt that factitious disorders are context-specific. 

Our essential argument, then, is that the rationale that 
underlies and informs the diagnostic criteria for factitious 
disorder is, at present, logically indefensible and empirically 
unfounded. Deferring to sample characteristics does not ad- 
dress the fundamental diagnostic conundrums of factitious 
disorder. 


RICHARD ROGERS, PH.D. 
R. MICHAEL BAGBY, PH.D. 
Toronto, Ont., Canada 
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Comorbidity of Psychiatric Disorders in Adolescents 


Sir: Oscar G. Bukstein, M.D., M.P.H., and associates (1) 
did an excellent job of reviewing the problems of dual diag- 
nosis in adolescents. There are, however, two further points 
I wish to make. First, in discussing the methodological prob- 
lems of zesearch into the comorbidity of substance abuse and 
other psychiatric discrders, the authors failed to mention the 
age of the adolescent as a critical factor in determining what 
is use or abuse of a substance. A 14-year-old high school 
freshman who drinks alcohol on weekends is very different 
from an 18-year-old college freshman who drinks alcohol on 
weekends. Research needs to account for the rapidly chang- 
ing developmental norms during adolescence. Second, in re- 
viewing 5 months of consecutive discharges from our hospi- 
tal-basec chemical dependency treatment program, | found 
that 90% (89 of 99) adolescents discharged with dual diag- 
noses also had second and third substances of abuse or de- 
pendence. Thus, in our population of dual-diagnosis adoles- 
cents, we have the added complication of symptoms caused 
by more than one substance of abuse and the interactions of 
these substances with each other. As more research on dual 
diagnosis in adolescence is done, abuse of multiple drugs 
needs to be carefully studied. 

I am pleased that the complex problems of adolescent sub- 
stance abuse and psycaiatric disorders is starting to be seri- 
ously studied. 
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THOMAS P. CORNWALL, M.D. 
Raleigh, N.C. 


Sir: The article “Comorbidity of Substance Abuse and 
Other Psychiatric Disorders in Adolescents” by Oscar G. 
Bukstein, M.D., and colleagues is an excellent review of the 
clinical and theoretical aspects of dual diagnosis in adoles- 
cents. The authors discussed the methodological difficulties 
encountered in research into comorbidity and proposed sev- 
eral research directions. I would like to comment on a few 
additional methodological difficulties and to make further 
recommendations for research. 

The Research Diagnostic Criteria (RDC) for substance use 
disorder need to be validated for use with adolescents. Dr. 
Bukstein ar.d associates zeported that there is a lack of stud- 
ies confirming the validity and reliability of the DSM-III-R 
criteria for substance use disorder in adolescents and recom- 
mended the establishment of reliable diagnostic criteria for 
use with these patients. These recommendations need also to 
be applied to the RDC for substance abuse. On the other 
hand, many of the questionnaires used in structured inter- 
views—e.g., the Schedule for Affective Disorders and Schiz- 
ophrenia for School-Age Children (1)—have questions de- 
signed to accommodate diagnoses made with the DSM-III-R 
criteria and the RDC. These questions designed to evaluate 
substance use disorders also need to be validated for use in 
the adolescent population. 

Adolescents with dual diagnoses need to be compared with 
adolescents who have only one of the comorbid diagnoses. 
This may help in understanding the relationship between the 
coexistent illnesses. The presence of a secondary disorder 
(e.g., substance use disorder) can often complicate the clini- 
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cal picture of a primary disorder (e.g., depression). The clin- 
ical symptoms, biological correlates, course, response to 
treatment, and prognosis can be altered by the secondary 
disorder (2). Patients with primary disorders who develop 
comorbid disorders may, in fact, represent a subgroup of 
patients who are different from those who do not develop a 
secondary illness. The authors mentioned that certain pat- 
terns of comorbidity are intrinsic to an illness and that a 
valid nosology needs to consider comorbidity as a possible 
basis for subtypes. These are sufficient reasons for including 
comparative studies in future research. Such studies may help 
us understand the effect of secondary disorders on primary 
illnesses. These comparisons may also provide information 
about intrinsically different subgroups of patients. 

The use of longitudinal studies should provide important 
information regarding the frequency and nature of comor- 
bidity in specific clinical subgroups of patients. The authors 
suggested the continuous examination of high-risk children 
(e.g children of alcoholics). Longitudinal studies should 
also be applied to patients who have primary disorders with- 
out comorbidity. Individuals with different psychiatric ill- 
nesses have different risks of developing substance abuse. 
Also, substance abusers are at high risk for developing spe- 
cific psychopathologies (3). Moreover, individuals with the 
same clinical syndrome (e.g., depression) may have different 
risks of developing comorbidity. Cross-sectional observation 
studies of a group of patients may not detect the subgroup 
that will later develop a comorbid illness. However, longitu- 
dinal studies could, retrospectively, provide information 
about the risk factors associated with the development of a 
secondary illness. Such information may help in the early 
detection of high-risk subgroups of patients and the proper 
application of preventive measures. 
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MICHEL J. CALACHE, M.D. 
Springfield, Ill. 


Dr. Bukstein and Associates Reply 


Sir: Dr. Cornwall raises two salient points about research 
into comorbid disorders in adolescents. The first comment 
deals with the lack of a valid nosology for adolescent sub- 
stance abuse and dependence vis-a-vis adult criteria for these 
disorders. One must wonder how we can truly study comor- 
bidity—or any aspect of adolescent substance use and 
abuse—before determining what constitutes pathological 
use. The second comment deals with the use or abuse of 
multiple substances. The use of multiple substances by many 
adolescents demands careful research into the chronology of 
comorbid behaviors and symptoms. 

Dr. Calache’s comments reinforce the importance of care- 
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ful methodology in future studies of adolescent substance 
abuse and comorbidity. Again, the lack of a valid nosology 
and instruments to measure substance use pathology are ev- 
ident. The possibility that patients with dual diagnoses and 
patients without comorbidity represent different subgroups 
should be strongly considered; it forms the basis for differ- 
ential treatment modalities aimed at such subgroups. Our 
data, interestingly, show the possibility of even more com- 
plex patterns of comorbidity. For example, of 65 adolescents 
admitted to our drug and alcohol treatment program, 13 
(20.0%) had substance abuse diagnoses in addition to diag- 
noses of both major depression and conduct disorder; 18 
(27.7%) had comorbid substance abuse and major depres- 
sion without conduct disorder. Obviously, prospective and 
longitudinal studies, as Dr. Calache suggests, will be critical 
in establishing the importance of diagnostic subgroups based 
on comorbidity. 


OSCAR G. BUKSTEIN, M.D., M.P.H. 
DAVID A. BRENT, M.D. 

YIFRAH KAMINER, M.D. 
Pittsburgh, Pa. 


Ensuring the Normalcy of “Normal” Volunteers 


Sir: Uriel Halbreich, M.D., and associates (1) recently re- 
ported that 16.5% of their 121 self-proclaimed “normal” 
research volunteers, despite preliminary telephone screening, 
met the Research Diagnostic Criteria for current mental 
health disorders when they received structured diagnostic 
assessment with the Schedule for Affective Disorders and 
Schizophrenia (SADS) interview. We would like to give a 
brief report on our own data from the clinical research pro- 
gram of the Department of Psychiatry at the Emory Univer- 
sity School of Medicine. 

Volunteers were recruited by newspaper advertisements 
and by referrals from other volunteers who had participated 
in the program. They were initially screened by telephone by 
experienced research clinicians. Volunteers were questioned 
in detail about any current or previous episodes of mental 
illness and any abuse of alcohol or use of street or prescrip- 
tion medications. If a volunteer gave an affirmative answer to 
any question about possible mental health problems, includ- 
ing drug and alcohol abuse, then he or she also received an 
abridged, structured telephone interview that incorporated 
many of the key questions from the SADS interview. If the 
volunteer again responded positively to questions about 
present or previous mental health disorders or substance 
abuse, he or she was not considered further as a possible 
participant in our normal volunteer program and is not in- 
cluded in the data presented here. All volunteers were told 
that, as part of their evaluation, they would have to provide 
urine specimens for toxicology screens for alcohol and pre- 
scription and street drugs and that they could not be used as 
research subjects if their urine toxicology screens were pos- 
itive for any substance. 

After the telephone screening, 103 subjects received SADS 
interviews with trained and experienced clinicians and had 
urine toxicology screens as part of a much more comprehensive 
medical and diagnostic evaluation. Seventy-seven (74.8%) of 
the volunteers were normal according to the RDC and had 
negative urine toxicology screens. Four subjects (3.9%) met the 
RDC for past episodes of major depressive disorder, and one 
(0.97%) met the RDC for antisocial personality. Thus, only five 
(4.9%) of our telephone-screened volunteers met the RDC for 
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an axis I psychiatric diagnosis. However, 21 (27.6%) of the first 
76 volunteers had urine toxicology screens positive for drugs of 
abuse, including cannabis, cocaine, and/or barbiturates. All of 
these 21 subjects had denied, during their telephone screening 
and subsequent clinical interviews and SADS interviews, any 
previous history of substance abuse. Because of our experience 
with these subjects, when our next 27 volunteers were screened, 
they were told that they would not be paid for their research 
participation if their urine toxicology screens were positive. For 
these 27 subjects, none of the urine toxicology screens were 
positive (Z=3.08, p=0.001). 

Our data suggest the utility of telephone screening to elim- 
inate most volunteers with current or past psychiatric illness 
(excluding substance abuse or dependence). However, the 
data also suggest that simply indicating to volunteers that 
they will have urine toxicology screens and that they cannot 
be used as research subjects if their toxicology screens are 
positive is not an effective way to eliminate drug abusers. The 
additional statement that financial reimbursement will be 
withheld in cases of positive toxicology screens also appears 
necessary. 
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Dr, Halbreich Replies 


Sir: Dr. Risch and associates’ report of their experience of 
screening volunteers for participation in studies of normal 
behavior underscores the necessity for in-depth, detailed as- 
sessment of these volunteers. Their report is basically in 
agreement with ours, as well as with Coryell and Zimmer- 
man’s finding (1) that volunteers’ claims of normalcy (what- 
ever that means) cannot be taken for granted. Their current 
status and past histories should be scrutinized in the same care- 
ful way as those of patients. Whether this detailed screening can 
be done in a phone interview or should be delayed for a face- 
to-face interview still needs to be clarified. 

There are also some ethical issues involved. Not every in- 
stitutional review board for human subjects would approve 
an in-depth telephone interview, and if it is approved, a ver- 
bal, structured, and documented consent is required. With- 
holding financial reimbursement on the basis of quality of 
results is another critical issue that would not be accepted by 
some review boards, even though I personally believe that 
Dr. Risch and associates’ approach is right. 

I wish that Dr. Risch and his colleagues would also report 
on the family histories of their healthy control subjects, be- 
cause several biological variables have been reported to differ 
between healthy subjects with family histories of various 
mental disorders and those without such family histories (1— 
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LETTERS TO THE EDITOR 


3, and unpublished paper by S. Goldstein and U. Halbreich, 
1989). Nevertheless, their letter supports the notion that in 
every report comparing a target patient group with healthy 
control subjects, the screening procedures and detailed char- 
acteristics of the control subjects should be described. 
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Criticism of Review of Book on Divorce 


Sir: I am writing to express my irritation at the book 
review by John W. Jaccbs, M.D., of Divorce as a Develop- 
mental Process in the September 1989 issue of the Journal 
(1). 
Although I have not read the book, I am disturbed by the 
profound and simplistic assumptions about “feminism” ex- 
pressed in the review. Dr. Jacobs writes that a “feminist 
perspective” will cast men as “villains” (p. 1224). The review 
implies that feminists have a pathological dislike of men and 
that feminist therapists will be biased in favor of women. 

Dr. Jacobs then states that a “less stringent feminist position 
... supports adult development of both sexes” (p. 1224). Is this 
the homeopathic prescription for the disease of feminism? 

As most psychiatrists are aware, feminism is an evolving 
theory or group of theories of gender analysis widely pub- 
lished in sociological, historical, and anthropological litera- 
ture. Many people, even therapists, describe themselves as 
feminists——with, of course, different understandings of the 
term. Obviously, the term “feminism” has acquired interest- 
ing and varied symbolic meanings. 

As a nonpsychiatrist, I hope that any therapist would want 
to explore the personalized interpretations or pronounce- 
ments of “feminism” by any client. Unfortunately, clients are 
not in a similar advantageous position to explore the under- 
standings of their therapists. 

Sometimes it’s a little scary out here for us nonpsychiatrist 
readers when we realize that psychiatrists are the ones de- 
fining feminism as essentially pathological. After all, psychi- 
atrists get to write the Diagnostic and Statistical Manual of 
Mental Disorders. 
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Dr. Jacobs Replies 


Sır: Dr. Mallinger states that I wrote that a “feminist 
perspective” will cast men as “villains.” After careful scru- 
tiny I believe I said no such thing. Furthermore, since Dr. 
Mallinger puts quotation marks around “feminist perspec- 
tive” and “villains” only, I must assume that she herself 
understands that I did not say it. What I did say is, “Judith 
Gold once again returns to the central theme of the book— 
her feminist perspective on the effect of divorce on women, 
Although men are mentioned, they are usually cast as vil- 
lains” (italics added). Clearly, I was saying that this appears 
to be Dr. Gold’s personal view. I cannot understand how Dr. 
Mallinger could so severely misinterpret my meaning. Hav- 
ing thus set me up, she then goes on to label my request for 
more evenhanded awareness of gender-specific issues and 
problems of divorcing couples as a “homeopathic prescrip- 
tion.” I call it good psychotherapy. 

Dr. Mallinger seems to be using my book review to make 


a political statement about feminism and psychiatry. If I am 
correctly reading between the lines, she is not only accusing 
me of a lack of sensitivity to the issues but expressing similar 
concerns about the entire psychiatric profession. I share her 
concern that psychiatrists be educated about and aware of 
gender issues in the theory and practice of psychotherapy, 
and 1I thought I made that amply clear. Perhaps she should 
not criticize a book review without reading the book and 
understanding the review’s context. 

Dr. Mallinger truly is getting carried away with her subject 
and is being absurd when she suggests that my review in any 
way defines “feminism as essentially pathological.” Finally, 
let me assure her that I have had nothing to do with the 
writing of the Diagnostic and Statistical Manual, and con- 
cerns about that or the manual’s use should be addressed to 
another person. 


JOHN W. JACOBS, M.D. 
i New York, N.Y. 


Reprints of letters to the Editor are not available. 
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Powerful medicine 
stop intrusive thoughts and acts 


MIND? IT'S SO HARD TO 
por AM | LOSING MY MINI 
E I1 JUST CAN'T ANYMORE. 








IAT RODUC ING 


Anafranil 


clomyoramine HCI 


Powerful tricyclic therapy for 
obsessive-compulsive disorder 





A Relieves obsessions and compulsions in OCD 
patients with or without concomitant depression 


Reduces anxiety-producing intrusive thoughts’ 


Reduces ritualized behavior’ 





A Dual mode of action creates a unique treatment role 


Anafranil is believed to block the reuptake of serotonin and 
norepinephrine. ®”? 


Á Safety and tolerability demonstrated in over 
20 years of worldwide use 


Symptoms are substantially reduced in 
approximately 58% of patients.’ 


The most common adverse events are dry mouth, somnolence, tremor, 
dizziness, constipation, and ejaculatory failure. Anafranil may lower the 
seizure threshold. See warnings and full Prescribing Information on the 
following pages. 


References: 1. Deve augh-C Geiss J, Landau P Katz R. Treatment of obsessive-compulsive disorder witt 
clomipramine. Psychiatr Ann. 1989; 19:97- hy L t 

disorder: A double-blind trial of clomiprar 
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Anafranil® 
clomipramine hydrochloride 


Capsules 

Prescribing Information 

DESCRIPTION 

Anafranil, clomipramine hydrochloride, is an antiobsessional drug that belongs to 

the class (dibenzazepine) of pharmacologic agents known as tricyclic antidepres- 

sants. Anafranil is available as capsules of 25, 50, and 75 mg for oral administration. 
Clomipramine hydrochloride is 3-chlara-5-[3-(dimethytamino)propyl]-10,11-dihy- 

dro-SH-dibenz{b,flazepine manohydrochloride, and its structural formula is: 


CH,CH,CH nE 


SNCH, 


Clomipramine hydrochloride is a white to off-white crystalline powder. It is 
freely soluble in water, in methanol, and in methylene chforide, and insoluble in 
ethyl ether and in hexane. Its molecular weight is 351.3. 

Inactive Ingredients. D&C Red No. 33 (25-mg capsules only), D&C Yellow No, 
10, FO&C Blue No. 1 (50-mg capsules only), FD&C Yellow No. 6, gelatin, 
magnesium stearate, methylparaben, propylparaben, silicon dioxide, sodium 
lauryl sulfate, starch, and titanium dioxide. 


CLINICAL PHARMACOLOGY 

Pharma mics 

Clomipramine (CMI) is presumed to influence obsessive and compulsive 
behaviors through its effects on serotonergic neuronal transmission. The actual 
neurochemical mechanism is unknown, but CM's relatively selective capacity to 
inhibit the reuptake of serotonin (6-H) as compared to norepinephrine (NE) may 
be important. 

Pharmacokinetics 

Absorption/Bicavailability: CMI (rom Anafranil capsules is as bioavailable as 
CMI from a solution. The bioavailability of CMI from capsules is not significantly 
affected by food, 

Ina dose proportionality study involving multiple CMI doses, steady-state 
plasma concentrations (C,,.) and area-under-plasma-concentration-time curves 
(AUC) of CMI and CMI's major active metabolite, desmethylclomipramine (DMI), 
were not proportional to dose over the ranges evaluated, i.e., between 
25-100 mg/day and between 26-150 ma/day, although Coş and AUC are 
approximately linearly related to dose between 100-150 mg/day. The relationship 
between dose and CMI/DMI concentrations at higher daily doses has not been 
systematically assessed, but if there is significant dose dependency at doses 
above 150 mg/day, there is the potential for dramatically higher C,, and AUC 
even for patients dosed within the recommended range. This may pose a 
potential risk to same patients (see WARNINGS and PRECAUTIONS, Drug 
Interactions}. 
~ After a single 50-mg oral dose, maximum plasma concentrations of CMI occur 
within 2-6 hours (mean, 4.7 hr) and range from 56 ng/ml to 154 ng/ml (mean, 

92 ng/ml). After multiple daily doses of 150 mg of Anafranil, steady-state 
maximum plasma concentrations range from 94 ng/ml to 339 ng/ml (mean, 

218 ng/ml) for CMI and from 134 ng/ml to 532 ng/ml (mean, 274 ng/ml} for DMI, 
No pharmacokinetic information is available for doses ranging from 150 mg/day 
t0 250 mg/day, the maximum recommended daily dose. 

Distribution: CMI distributes into cerebrospinal fluid (CSF) and brain and into 
breast milk. DMI also distributes into CSF, with a mean CSF/plasma ratio of 2.6. 
The protein binding of CMI is approximately 97%, principally to albumin, and is 
independent of CMI concentration. The interaction between CMI and other highly 
protein-bound drugs has not been fully evaluated, but may be important (see 
PRECAUTIONS, Drug Interactions). 

Metabolism: CMI is extensively biotransformed to DMI and other metabolites 
and their glucuronide conjugates. DMI is pharmacologically active, but its effects 
on OCD behaviors are unknown. These metabolites are excreted in urine and 
feces, following biliary elimination. After a 25-mg radiolabeled dose of CMI in two 
subjects, 60% and 51%, respectively, of the dose were recovered in the urine and 
32% and 24%, respectively, in feces. In the same study, the combined urinary 
recoveries of CMI and DMI were only about 0.8-1.3% of the dose administered. 
pil does not induce drug-metabolizing enzymes, as measured by antipyrine 

alf-tife, 

Elimination: Evidence that the Ceg and AUC for CMI and DMI may increase 
disproportionately with increasing oral doses suggests that the metabolism of 
CMI and DMI may be capacity limited. This fact must be considered in assessing 
the estimates of the pharmacokinetic parameters presented below, as these were 
obtained in individuals exposed to doses of 150 mg. If the pharmacokinetics of 
CMI and DMI are nonlinear at doses above 150 mg, their elimination half-lives 
may be considerably lengthened at doses near the upper end of the recom- 
mended dosing range {i.e., 200 mg/day to 250 mg/day). Consequently, CMI and 
DMI may accumulate, and this accumulation may increase the incidence of any 
dose- or plasma-concentratian-dependent adverse reactions, in particular 
seizures (see WARNINGS). 

After a 150-mg dose, the half-life of CMI ranges from 19 hours to 37 hours 
(mean, 32 hr) and that of DMI ranges from 54 hours to 77 hours (mean, 69 hr), 
Steady-state levels after multiple dosing are typically reached within 7-14 days for 
CMI. Plasma concentrations of the metabolite exceed the parent drug on multiple 
dosing. After multipte dosing with 150 mg/day, the accumulation factor for CMI is 
approximately 2.5 and for DMI is 4.6. Importantly, it may take two weeks or longer 
to achieve this extent of accumulation at constant dosing because of the relatively 
jong elimination half-lives of CMI and DMI {see DOSAGE AND ADMINISTRA- 
TION), The effects of hepatic and renal impairment on the disposition of Anafranil 
have not been determined. 

Pharmacokinetic Interactions: Coadministration of haloperidol with CM} 
increases plasma concentrations of CMI. Coadministration of CMI with 
phenobarbital increases plasma concentrations of phenobarbital (see 
PRECAUTIONS, Drug Interactions). Younger subjects (18-40 years of age) 
tolerated CMI better and had significantly lower steady-state plasma concentra- 
tions, compared with subjects aver 65 years of age. Children under 15 years of 
age had significantly lower plasma concentration/dose ratios, compared with 
adults. Pasma concentrations of CMI were significantly higher in smokers than in 
nonsmokers. 


INDICATIONS AND USAGE 

Anafranil is indicated for the treatment of obsessions and compulsions in patients 
with Obsessive-Compulsive Disorder (OCD), The obsessions or compulsions 
must cause marked distress, be time-consuming, or significantly interfere with 
social or occupational functioning, in order to meet the DSM-III-R {circa 1989} 
diagnosis of OCD. 

Obsessions are recurrent, persistent ideas, thoughts, images, ar impulses that 
are ego-dystonic. Compulsions are repetitive, purposeful, and intentional 
behaviors performed in response to an obsession or in a stereotyped fashion, 
and are recognized by the person as excessive or unreasonable. 

The effectiveness of Anafranil for the treatment of OCD was demonstrated in 
multicenter, placebo-controlled, parallel-group studies, including two 10-week 
studies in adults and one 8-week study in children and adolescents 10-17 years of 
age. Patients in all studies had moderate-to-severe OCD (DSM-Iil}, with mean 
baseline ratings on the Yale-Brown Obsessive Compulsive Scale (YBOCS} ranging 
from 26 to 28 and a mean baseline rating of 10 on the NIMH Clinical Global 
Obsessive Compulsive Scate (NIMH-OC). Patients taking CMI experienced a 
mean reduction of approximately 10 on the YBOCS, representing an average 
improvement on this scale of 35% to 42% among adults and 37% among 
children and adolescents. CMI treated patients experienced a 3.5 unit decrement 
on the NIMH-OC. Patients an placebo showed no important clinical response on 
either scale. The maximum dose was 250 mg/day for most adults and 3 mg/kg/ 
day (up to 200 mg} for all children and adolescents. 

‘The effectiveness of Anafranil for long-term use (j.e., for more than 10 weeks) 
has not been systematically evaluated in placebo-controlled trials, The physician 
who elects to use Anafranil for extended periods should periodically reevaluate 
the long-term usefulness of the drug for the individual patient (see DOSAGE AND 
ADMINISTRATION). 


*HCE 


CONTRAINDICATIONS 
Analranil is contraindicated in patients with a history of hypersensitivity to 
Anafranil or other tricyclic antidepressants. 

Anafranil should not be given in combination, oy within 14 days of treatment, 
with a monoamine oxidase (MAO) inhibitor. Hyperpyretic crisis, seizures, coma, 
and death have been reported in patients receiving such combinations, 

proren is contraindicated during the acute recovery period after a myocardial 
infarction. 


WARNINGS 

Seizures 

During premarket evaluation, seizure was identified as the most significant risk of 
Anafranil use. 

The observed cumulative incidence of seizures among patients exposed to 
Anafranil at doses up to 300 mg/day was 0.54% at 90 days, 1.12% at 180 days, 
and 1.45% at 365 days. The cumulative rates cited correct the crude rate fi.e., 
0.7%, 25/3519} for the variable duratian of exposure times among the patients 
who participated in the development program. 

Although dose appears to be a predictor of seizure, there is a confounding of 
dose and duration of exposure, making it difficult to assess independently the 
effect of either factor alone. The ability to predict the occurrence of seizures in 
subjects exposed to doses of CMI greater than 250 mg is limited, given that tha 
plasma concentration of CMI may be dose-dependent and may vary among 
subjects given the same dose. Nevertheless, prescribers are advised to limit tha 
daily dose to a maximum of 250 mg in adults and 3 mg/kg (or 200 mg) in children 
and adolescents (see DOSAGE AND ADMINISTRATION) 

Rare reports of fatalities in association with seizures have been recorded by 
foreign post-marketing surveillance systems over the 20 years of Anafranil’s 
nondomestic marketing. In some of these cases, Anafranil had been administered 
with other epileptogenic agents; in others, the patients involved had possibly 
predisposing medical conditions, 

Caution should be used in administering Anafranil to patients with a history cf 
seizures or other predisposing factors, e.g., brain damage of varying etiology, 
alcoholism, and concomitant use with other drugs that lower the seizure threshold, 

Physicians should discuss with patients the risk of taking Anafranil while 
engaging in activities in which sudden loss of consciousness could result in 
serious injury to the patient or others, @,g., the operation of complex machinery, 
driving, swimming, climbing. 

PRECAUTIONS 

General 

Suicide: Since depression is a commonly associated feature of OCD, the risk of 
suicide must be considered. Prescriptions for Anafranil should be written for tte 
Smallest quantity of capsules consistent with good patient management, in order 
to reduce the risk of overdose. 

Cardiovascular Effects: Modest orthostatic decreases in blood pressure and 
modest tachycardia were each seen in approximately 20% of patients taking 
Anafranil in clinical trials; but patients were frequently asymptomatic. Among 
approximately 1400 patients treated with CMI in the premarketing experience 
who had ECGs, 1.5% developed abnormalities during treatment, compared with 
3.1% of patients receiving active control drugs and 0.7% of patients receiving 
placebo. The most common ECG changes were PVCs, SFT wave changes, and 
intraventricular conduction abnormalities. These changes were rarely associated 
with significant clinica! symptoms, Nevertheless, caution is necessary in treating 
patients with known cardiovascular disease, and gradual dose titration is 
recommended. 

Psychosis, Confusion, And Other Neuropsychiatric Phenomena: Patients 
treated with Anafranil have been reported to show a variety of neuropsychiatric 
signs and symptoms including delusions, hallucinations, psychotic episodes, 
contusion, and paranoia. Because of the uncontrolled nature of many of the 
studies, it is impossible to provide a precise estimate of the extent of risk imposed 
by treatment with Anafranil. As with tricyclic antidepressants to which it is closely 
related, Anafranil may precipitate an acute psychotic episode in patients with 
unrecognized schizophrenia. 

Mania/Hypomania: During premarketing testing of Anafranil in patients with 
affective disorder, hypomania or mania was precipitated in severat patients. 
Activation of mania or hypomania has also been reported in a small proportion ot 
patients with aifective disorder treated with marketed tricyclic antidepressants, 
which are closely related to Anafranil. 

Hepatic Changes: During premarketing testing, Anafranil was occasionally 
associated with elevations in SGOT and SGPT (pdoled incidence of approximacely 
1% and 3%, respectively) of potential clinical importance (i.e., values greater than 
3 times the upper limit of normal), In the vast majority of instances these enzyme 
increases were not associated with other clinical findings suggestive of hepatic 
injury; moreover, none were jaundiced, Rare reports of more severe liver injury, 
some fatal, have been recorded in foreign post-marketing experience. Caution is 
indicated in treating patients with known liver disease, and periodic monitoring of 
hepatic enzyme levels is recommended in such patients. 

Hematologic Changes: Although no instances of severe hematologic toxicity 
were seen in the premarketing experience with Anafranil, there have been 
post-marketing reports of leukopenia, agranulocytosis, thrombocytopenia, 
anemia, and pancytopenta in association with Anafranil use. As is the case with 
tricyclic antidepressants to which Anafranil is closely related, leukocyte and 
differential blood counts should be obtained in patients who develop fever and 
sore throat during treatment with Anafranil, 

Central Nervous System: More than 30 cases of hyperthermia have been 
recorded by nondomestic post-marketing surveillance systems. Most cases 
occurred when Anafranil was used in combination with other drugs when 


+ Anafranil and a neuroleptic were used concomitantly, the cases were sometimes: 


considered to be examples of a neuroleptic malignant syndrome. 

Sexual Dysfunction: The rate of sexual dysfunction in male patients with OCD 
who were trezed with Anafranil in the premarketing experience was markedly 
increased compared with placebo controls (i.e., 42% experienced ejaculatory 
failure and 20% experienced impotence, compared with 2.0% and 2.6%, 
respectively, in the placebo group). Approximately 85% of mates with sexual 
dysfunction chose to continue treatment. 

Weight Changes: In controlled studies of OCD, weight gain was reported in 
18% of patients receiving Anafranil, compared with 1% of patients receiving 
placebo. In these studies, 28% of patients receiving Anafranil had a weight gain 
of at least 7% of their initial body weight, compared with 4% of patients receiving 
placebo. Several patients had weight gains in excess of 25% of their initial ba 
weight. Conversely, 5% of patients receiving Anafranil and 1% receiving placebo 
had weight losses of at least 7% of their initial body weight. 

Electroconvulsive Therapy: As with closely related tricyclic antidepressants, 
concurrent administration of Anafranil with electroconvulsive therapy may 
increase the risks; such treatment should be limited to those patients for whom i: 
is essential, since there is limited clinical experience. 

Surgery: Prior to elective surgery with general anesthetics, therapy with 
Anafranil should be discontinued for as long as is clinically feasible, and the 
anesthetist should be advised, 

Use in Concomitant Iifness: As with closely related tricyclic antidepressants, 
Anafranil should be used with caution in the following: 

1. Hyperthyroid patients or patients receiving thyrofd medication, because of the 
possibility of cardiac toxicity. á 

2. Patients with increased intraocular pressure, a history of narrow-angle 
glaucoma, or urinary retention, because of the anticholinergic properties of the 
drug. 

3. Patients with tumors of the adrenal medulla (e.g., pheochromocytoma, 
neuroblastoma) in whom the dnig may provoke hypertensive crises. 

4, Patients wih significantly impaired renal function. 

Withdrawal Symptoms: A variety of withdrawal symptoms have been reported 
in association with abrupt discontinuation of Anafranil, including dizziness, 
nausea, vomiting, headache, malaise, sleep disturbance, hyperthermia, and + 
irritability. In addition, such patients may experience a worsening of psychiatric 
status. While the withdrawal effects of Anafranil have nat been systematically 
evaluated in controlled trials, they ate well known with closely related tricyclic 
antidepressants, and it is recommended that the dosage be tapered gracually 
and the patient monitored carefully during discontinuation (see DRUG ABUSI 
AND DEPENDENCE), 

Information for Patients 


Physicians are advised to discuss the following issues with patients for whom 
they prescribe Anafranil: 


1. The risk of seizure {see WARNINGS). 

2. The relatively high incidence of sexual dysfunction among males (see 
PRECAUTIONS, Sexual Dysfunction}. 

3. Since Anafranil may impair the mental and/or physical abilities required for the 
performance of complex tasks, and since Anafranil is associated with a risk of 
seizures, patients should be cautioned about the performance of complex and 
hazardous tasks (see WARNINGS}, 

4, Patients should be cautioned about using alcohol, barbiturates, or other CNS 
depressants concurrently, since Anafranil may exaggerate their response to 
these drugs. 7 

5, Patients should notify their physician if they become pregnant ar intend to 
become pregnant during therapy, a 
6. Patients should notify their physician if they are breast-feeding. 


Drug Interactions 

The risks of using Anafranil in combination with other drugs have not been 
systematically evaluated. Given the primary CNS effects of Anafranil, caution is 
advised in using it concomitantly with other CNS-active drugs (see PRECAU- 
TIONS, Information for Patients). Anafranil should not be used with MAO 
inhibitors (see CONTRAINDICATIONS). 

Close supervision and careful adjustment of dosage are required when 
Anafranil is administered with anticholinergic or sympathomimetic drugs. 

Several tricyclic antidepressants have been reported to block the pharmaco- 
logic effects of guanethidine, clonidine, or similar agents, and such an effect may 
be anticipated with CMI because of its structural similarity to other tricyclic 
antidepressants. 

The plasma concentration of CMI has been reported to be increased by the 
concomitant administration of haloperidol; plasma levels of several closel 
related tricyclic antidepressants have been reported to be increased by the 
concomitant administration of either methylphenidate, cimetidine, or fluoxetine 
and such an effect may be anticipated with CMI as well. Administration of CMI 
has been reported to increase the plasma levels of phenobarbital, if given 
concomitantly (see CLINICAL PHARMACOLOGY, Pharmacokinetic Interactions}. 

Because Anafranil is highty bound to serum protein, the administration of 
Anafranil to patients taking other drugs that are highly bound to protein (e.g., 
warfarin, digoxin) may cause an increase in plasma concentrations of these 
drugs, potentially resutting in adverse effects. Conversely, adverse effects may 
result from displacement of protein-bound Anafranil by other highly bound drugs 
(see CLINICAL PHARMACOLOGY, Distribution), 

Carcinogenesis, Mutagenesis, Impairment of Fertility 

In a 2-year bioassay, no clear evidence of carcinogenicity was found in rats given 
doses 20 times the maximum daily human dose. Three out of 235 treated rats had 
a rare tumor (hemangioendothelioma); it is unknown if these neoplasms are 
compound related, 

In reproduction studies, no effects on fertility were found in rats given doses 
approximately 5 times the maximum daily human dose. 

Pregnancy Category © 

No teratogenic effects were observed in studies performed in rats and mice at 
doses up to 20 times the maximum daily human dase. Slight nonspecific fetotoxic 
effects were seen in the offspring of pregnant mice given doses 10 times the 
maximum daily human dose, Slight nonspecific embryotoxicity was observed in 
tats given doses 5-10 times the maximum daily human dose. 

There are no adequate or well-controlled studies in pregnant women, 
Withdrawal symptoms, including jitteriness, tremor, and seizures, have been 
reported in neonates whose mothers had taken Anafranil until delivery. Anafranil 
should be used during pregnancy only if the potential benefit justifies the potential 
risk to the fetus. 


Nursing Mothers. 
Anafranil has been found in human milk. Because of the potential for adverse 
reactions, a decision should be made whether to discontinue nursing or to 
discontinue the drug, taking into account the importance of the drug to the mother. 
Pediatric Use 
in a controlled clinical trial in children and adolescents (10-17 years of age), 46 
outpatients received Anafranil for up to 8 weeks. In addition, 150 adolescent 
patients have received Anafranil in open-label protocols for periods of several 
months to several years. Of the 196 adolescents studied, 50 were 13 years of age 
or less and 146 were 14-17 years of age. While the adverse reaction profile in this 
age group (see ADVERSE REACTIONS) is similar to that in adults, it is unknown 
what, if any, effects long-term treatment with Anafranil may have on the growth 
and development of children, 

The safety and effectiveness in children below the age of 10 have not been 
established. Therefore, specific recommendations cannot be made for the use of 
Anafranil in children under the age of 10. š 


Use in Elderty 
Anafranil has not been systematically studied in older patients; but 152 patients at 
least 60 years of age participating in U.S. clinical trials received Anafranil for 
periods of several months to several years. No unusual age-related adverse 
events have been identified in this elderly population, but these date are 
insufficient to rule out possible age-related differences, particularly in elderly 
patients who have concomitant systemic illnesses or who are receiving other 
drugs concomitantly. 


ADVERSE REACTIONS 

Commonly Observed 

The most commonly observed adverse events associated with the use of 
Anafranil and not seen at an equivalent incidence among placebo-treated 
patients were gastrointestinal complaints, including dry mouth, constipation, >e 
nausea, dyspepsia, and anorexia; nervous system complaints, including 7 
somnolence, tremor, dizziness, nervousness, and myoclonus; genitourinary 
complaints, including changed libido, ejaculatory failure, impotence, and 
micturition disorder; and other miscellaneous complaints, including fatigue, 
sweating, increased appetite, weight gain, and visual changes. 

Leading to Discontinuation of Treatment 

Approximately 20% of 3616 patients who received Anafranil in U.S, premarketing 
Clinica! trials discontinued treatment because of an adverse event. Approximately 
one-half of the patients who discontinued (9% of the total) had multiple com- 
plaints, none of which could be classified as primary. Where a primary reason for 
discontinuation could be identified, most patients discontinued because of 
nervous system complaints (5.4%), primarily somnolence. The second- 
most-frequent reason for discontinuation was digestive system complaints 
(1.3%), primarily vomiting and nausea. 

Incidence in Controlled Clinical Trials 

The following table enumerates adverse events that occurred at an incidence of 
1% ar greater among patients with OCD who received Anafranil in adult or 
pediatric placebo-controlied clinical trials. The frequencies were obtained trom 
pooled data of clinical triats involving either adults receiving Anafranil {N = 322) or 
placebo (N = 319} or children treated with Anafranil (N = 46) or placebo (N = 44). 
‘The prescriber should be aware that these figures cannot be used to predict the 
incidence of side effects in the course of usual medical practice, in which patient 
characteristics and other factors differ from those which prevailed in the clinical 
trials. Similarly, the cited frequencies carinot be compared with figures obtained 
from other clinical investigations involving different treatments, uses, and 
investigators. The cited figures, however, provide the physician with a basis for 
estimating the relative contribution of drug and nondrug factors to the incidence 
of side effects in the populations studied. 


Incidence of Treatment-Emergent Adverse Experience 
in Placebo-Controlled Clinica! Trials 
{Percentage of Patients Reporting) 


Children and 
Adults Adolescents 4 

Body System/ Anafranil Placebo Anafranil Plackbo 
Adverse Event* (N=322} (N=319) (N=46) (N=44) 
Nervous System . 
Somnolence 54 16 46 il 
‘Tremor 54 2 33 2 
Dizziness sd 14 4 14 
Headache 52 41 28 Ka 
Insomnia 25 15 " 7 


“Dysmenorrhea 


~ Leukorrhea 


Anatranil* clomipramine hydrochloride 


Adults 


Body System/ Anafranil 
Adverse Event™ (N=322) 


Libido change a 

Nervousness 18 

Myoclonus 13 

Increased appetite it 

Paresthesia 

Memory impairment 

Anxiety 

Twitching 

Impaired concentration 

Depression 

Hypertonia 

Sleep disorder 

Psychosomatic 
disorder 

Yawning 

Confusion 

Speech disorder 

Abnormal dreaming 

Agitation 

Migraine 

Depersonalization 

Irritability 

Emotional labitity 

Panic reaction 

Aggressive reaction 

Paresis 


Skin and Appendages 
Increased sweating 
Rash 

Pruritus 

Dermatitis 


Children and 
Adolescents 


Piacebo Anafranil Placebo 
{N=319} (N=48) {N=44} 
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Abnormal skin odor 
Digestive System 
Ory mouth %4 
Constipation 47 
Nausea x] 4 
Dyspepsia 22 
Diarrhea 13 
Anorexia 12 
Abdominal pain it 
+ Vomiting 
Flatulence 
Tooth disorder 
Gastrointestinal disorder 
Dysphagia 
Esophagitis 
Eructation 
Ulcerative stomatitis 
Body as a Whole 
Fatigue 
Weight increase 
Flushing 
Hot flushes 
Chest pain 
Fever 
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Weight decrease 

’ Otitis media 
Asthenia 
Halitosis 
Cardiovascular System 
Postural hypotension 
Palpitation 
Tachycardia 
Syncope 
Respiratory System 
Pharyngitis 
Rhinitis 
Sinusitis 
Coughing 
Bronchospasm 
Epistaxis 
Dyspnea 
Laryngitis 
Urogenital System. 
Male and Female Patients Combined 
Micturition disorder 4 
Urinary tract infection 
Micturition frequency 
Urinary retention 
Dysuria 
Cystitis 
Female Patients Only 


LEP i nwwnsanendd 


PLE] aenmoabal | ea 
ayant! | ase R 


laso 
Thiol 
yeas 


Lb rnaodse 
-I l| aao 
nuyl wawu l 
| | meangan 


VANA 


{(N=18; 


i 


{N=16) (N= 


= 
LIŠIIIIILI S@lsi itn 


=H RAN LED. 


Lactation (nonpuerperal) 
Menstrual disorder 
Vaginitis 

Breast enlargement 


Breast pain 
Amenorrhea 


Male Patients Only 
Ejaculation failure 
impotence 

Special Senses 
Abnormal vision 

Taste perversion 
Tinnitus 

Abnormal lacrimation 
Mydriasis 
Conjunctivitis 
Anisocoria 
Blepharospasm 
Ocular allergy 
Vestibular disorder 
Musculoskeletal 
Myalgia 

Back pain 

Arthralgia 

Muscle weakness 
Hemic and Lymphatic 
Purpura 

Anemia 

Metabolic and Nutritional 
Thirst 2 2 - 
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Other Events Observed During the Premarketing Evaluation of Anafranil 
During clinical testing in the U.S., multiple doses of Anafranil were administered 
to approximately 3600 subjects, Untoward events associated with this exposure 
were recorded by clinical investigators using terminology of their own choosing. 
Consequently, it is not possible to provide a meaninaful estimate of the 
proportion of individuals experiencing adverse events without first grouping 
similar types of untoward events into a smaller number of standardized event 
categories, 

In the tabulations that follow, a modified World Health Organization dictionary 
of terminology has been used to classify reported adverse events. The 
frequencies presented, therefore, represent the proportion of the 3625 
individuals exposed to Anafranil who experienced an event of the type cited on at 
least one occasion while receiving Anafranil, All events are included except those 
already listed in the previous table, those reported in terms so general as to be 
uninformative, and those in which an association with the drug was remote. It is 
important to emphasize that although the events reported occurred during 
treatment with Anafranil, they were not necessarily caused byit, ` i 

Events are further categorized by body system and listed in order of decreasirg 
frequency according to the following definitions: frequent adverse events are 
those occurring on one or more occasions in at least 1/100 patients; infrequent 
adverse events are those occurring in 1/100 to 1/1000 patients; rare events are 
those occurring in tess than 1/1000 patients. 

Body as a Whole: infrequent—- general edema, increased susceptibility to 
infection, malaise, Rare — dependent edema, withdrawal syndrome. 

Cardiovascular System: infrequent — abnormal ECG, arrhythmia, bradycardia, 
cardiac arrest, extrasystoles, pallor, Rare — aneurysm, atrial flutter, bundle 
branch block, cardiac failure, cerebral hemorrhage, heart block, myocardial 
infarction, myocardial ischemia, peripheral ischemia, thrombophlebitis, 
vasospasm, ventricular tachycardia, 

Digestive System: infrequent ~~ abnormal hepatic function, blood in stool, 
colitis, duodenitis, gastric ulcer, gastritis, gastroesophageal reflux, gingivitis, 
glossitis, hemorrhoids, hepatitis, increased saliva, irritable bowel syndrome, 
peptic ulcer, rectal hemorrhage, tongue ulceration, tooth caries. Rare — chellitis, 
chronic enteritis, discolored feces, gastric dilatation, gingival bleeding, hiccup, 
intestinal obstruction, oral/pharyngeal edema, paralytic ileus, salivary gland 
enlargement. 

Endocrine System: Infrequent ~- hypothyroidism. Rare — goiter, gynecamas- 
tia, hyperthyroidism, 

Hemic and Lymphatic System: infrequent — lymphadenopathy, Rare — 
leukemoid reaction, lymphomarlike disorder, marrow depression. 

Metabolic and Nutritional Disorder: infrequent- dehydration, diabetes 
mellitus, gout, hypercholesterolemia, hyperglycemia, hyperuricemia, hypokale- 
mia, Rare — fat intolerance, glycosuria, 

Musculoskeletal System: infrequent — arthrosis. Rare — dystonia, exostosis, 
lupus Sivthorratosts rash, bruising, myopathy, myositis, polyarteritis nodosa, 
torticollis, . 

Nervous System: Frequent — abnormal thinking, vertigo. infrequent — 
abnormal coordination, abnormal EEG, abnormal gait, apathy, ataxia, coma, 
convulsions, delirium, delusion, dyskinesia, dysphonia, encephalopathy, euphoria. 
extrapyramidal disorder, hallucinations, hostility, hyperkinesia, hypnagogic 
hallucinations, hypokinesia, leg cramps, manic reaction, neuralgia, paranoia, 
phobic disorder, psychosis, sensory disturbance, somnambulism, stimulation, 
suicidal ideation, suicide attempt, teath-grinding, Rave — anticholinergic. 
syndrome, aphasia, apraxia, catalepsy, cholinergic syndrome, choreaathetosis, 
generalized spasm, hemiparesis, hyperesthesia, hyperreflexia, hypoesthesia, 
illusion, impaired impulse control, indecisiveness, mutism, neuropathy, 
nystagmus, oculogyric crisis, oculomotor nerve paralysis, schizophrenic reaction, 
stupor, suicide. 

Respiratory System: infrequent — bronchitis, hyperventilation, increased 
sputum, pneumonia, Rare — cyanosis, hemoptysis, hypoventilation, laryngismus, 

Skin and Appendages: infrequent — alopecia, cellulitis, cyst, eczema, 
erythematous rash, genital pruritus, maculapapular rash, photosensitivity 
reaction, psoriasis, pustular rash, skin discoloration, Rare — chioasma, folliculitis, 
hypertrichosis, piloerection, seborrhea, skin hypertrophy, skin ulceration. 

Special Senses: infrequent — abnormat accommodation, deafness, diplopia, 
earache, eye pain, foreign body sensation, hyperacusis, parosmia, photophobia, 
scleritis, taste loss. Rare — blepharitis, chromatopsia, conjunctival hemorrhage, 
exophthalmos, glaucoma, keratitis, labyrinth disorder, night blindness, retinal 
disorder, strabismus, visual field defect. 

Urogenital System: infrequent- endometriosis, epididymitis, hematuria, 
nocturia, oliguria, ovarian cyst, perineal pain, polyuria, prostatic disorder, renal 
calculus, renal pain, testis disorder, urethral disorder, urinary incontinence, 
uterine hemorrhage, vaginal hemorrhage. Rare — albuminuria, anorgasmy, 
breast engorgement, breast fibroadenosis, cervical dysplasia, endometrial 
hyperplasia, premature ejaculation, pyelonephritis, pyuria, renal cyst, uterine 
inflammation, vulvar disorder. 


DRUG ABUSE AND DEPENDENCE 

Anafranil has not been systematically studied in animals ar humans forits 
potential for abuse, tolerance, or physical dependence. While a variety of 
withdrawal symptoms have been described in association with Anafranil 
discontinuation (see PRECAUTIONS, Withdrawal Symptoms), there is no 
evidence for drug-seeking behavior, except for a single report of potential 
Anafranil abuse by a patient with a history of dependence on codeine, benzodiaz- 
epines, and multiple psychoactive drugs, The patient received Anafranil for 
depression and panic attacks and appeared to become dependent after hospital 
discharge, 

Despite the lack of evidence Suggesting an abuse liability for Anafranil in 
foreign marketing, it is not possible to predict the extent to which Anafranit might 
be misused or abused once marketed in the U.S, Consequently, physicians 
should carefully evaluate patients for a history of drug abuse end follow such 
patients closely. 


OVERDOSAGE 

Human Experience 

In U.S. clinical triats, 2 deaths occurred in 12 reported cases of acute overdosage 
with Anafranil either alone or in combination with other drugs, One death involved 
a patient suspected of ingesting a dose of 7000 mg. The second death involved a 
patient suspected of ingesting a dose of 5750 mg. The 10 nonfatal cases involved 
doses af up to 5000 mg, accompanied by plasma levels of up to 1010 ng/ml. All 10 
patients completely recovered. Among reports from other countries of Anafranil 
overdose, the lowest dose associated with a fatality was 750 mg. Based upon 
post-marketing reports in the United Kingdom, CMI's lethality in overdose is 
considered to be similar to that reposted for closely related tricyclic compounds 
marketed as antidepressants, 


Signs and Symptoms ` 

Signs and symptoms vary in severity dapending upon factors such as the amount 
of drug absorbed, the age of the patient, and the time elapsed since drug 
ingestion, Blood and urine levels of Anafranil may not reflect the severity of 
poisoning: they have chiefly a qualitative rather than quantitative value, and they 
are unreliable indicatars in the clinical management of the patient. The first signs 
and symptoms of poisoning with tricyclic antidepressants are generally severe 
anticholinergic reactions. CNS abnormalities may include drowsiness, stupor, 
toma, ataxia, restlessness, agitation, delirium, severe perspiration, hyperactive 
reflexes, muscle rigidity, athetoid and choreiform movements, and convulsions. 
Cardiac abnormalities may include arrhythmia, tachycardia, ECG evidence of 
impaired conduction, and signs of congestive heart failure, and in very rare cases, 
cardiac arrest, Respiratory depression, cyanosis, hypatension,shock, vomiting, 
hyperpyrexia, mydriasis, oliguria or anuria, and diaphoresis may also be present. 


‘Treatment 

The recommended treatment for tricyclic overdose may change periodically, 
Therefore, itis recommended that the physician contact a poison contral center 
for current information on treatment. 

Because CNS involvement, respiratory depression, and cardiac arrhythmia can 
occur suddenly, hospitalization and close observation are necessary, even when 
the amount ingested is thought to be small or the initial degree of intoxication 
appears slight or moderate. All patients with ECG abnormalities should have 
continuous cardiac monitoring for at least 72 hours and'be closely observed until 
well after the cardiac status has returned to normal; relapses may occur after 


_ apparent recovery, The slow intravenous administration of physostigmine 


salicylate has been reported to reverse the cardiovascular and CNS anticholiner 
gic manifestations of tricyclic overdosage; however, it should not be used 
routinely, since it may induce seizures and cholinergic crises and there is 
persisting debate about its net utility. 

inthe alert patient, the stomach should be emptied promptly by induced 
emesis followed by lavage. In the obtunded patient, the airway should be securec 
with a cuffed endotracheal tube before beginning lavage {do not induce emesis), 
Lavage should be continued for 24 hours or longer, depending on the apparent 
severity of intoxication. Normal or half-normal saline should be used to avoid 
water intoxication, especially in children. instillation of activated charcoal slurry 
may help reduce absorption of CMI, 

External stimulation should be minimized to reduce the tendency for convut- 
sions, and anticonvulsants may be necessary. If MAO inhibitors heve been taken 
recently, barbiturates should not be used. Adequate respiratary exchange should 
be maintained, including intubation and artificia! respiration, if necessary, Respira- 
tory stimulants should not be used. 

In severe hypotension or shock, the patient should be placed in an appropriate 
position and given a plasma expander, dopamine, or dobutamine by intravenous. 
drip. The use of corticosteroids in shock is controversial and may be contraindi- 
sated in casas of overdosage with tricyclic antidepressants, Digita'is may 
ncrease conduction abnormalities and further irritate an already sansitized 
‘nyocardium. if congestive heart failure necessitates rapid digitalization, 
darticular care must be exercised. Hyperpyrexia should be controlled by 
‘whatever external means are available, including ice packs and cooling sponge 
Daths, if necessary, Hemodialysis, peritoneal dialysis, exchange transfusions, and 
Forced diuresis have generally been reported as ineffective because of the rapid 
tixation of Anafranil in tissues, 


DOSAGE AND ADMINISTRATION , 

“he treatmant regimens described below are based on those used in controlled 
clinical trials of Anafranil in $20 adults, and 91 children and adolescents with 
OCD. During initial titration, Anafranil should be given in divided doses with maals 
to reduce gastrointestinal side effects. The goal of this initial itraticn phaseis to 
minimize side effects by permitting tolerance to side effects to develop or 
sllowing the patient time to adapt if tolerance does not develop, 

Because both CMI and its active metabolite, DMI, have long elim nation 
Falf-lives, the prescriber should take into consideration the fact that steady-state 
plasma levels may not be achieved until 2-3 weeks after dosage change (see 
CLINICAL PHARMACOLOGY). Therefore, after initial titration, it mey be 
eppropriate to wait 2-3 weeks between further dosage adjustments. 


Initial Treatment/Dose Adjustment (Adults) 

Treatment with Anafranil should he initiated at a dosage of 25 mg daily and 
gradually increased, as tolerated, to approximately 100 mg during the first 2 
weeks. During initial titration, Anafranil should be given in divided doses with 
meals to reduce gastrointestinal side effects. Thereafter, the dosage may be 
increased gradually over the next several weeks, up to a maximum of 250 mg 
daily. After titration, the total daily dose may be given once daily at bedtime to 
minimize daytime sedation. 


initial Treatment/Dose Adjustment (Children and Adolescents} 

As with adults, the starting dose is 25 mg daily and should be gradually increased 
(elso given in divided doses with meals to reduce gastrointestinal side effects) 
daring the first 2 weeks, as tolerated, up to a daily maximum of 3 mg/kg or 

100 mg, whichever is smaller. Thereafter, the dosage may be increased gradually 
over the next several weeks up to a daily maximum of 3 mg/kg of 203 mg, 
whichever is smaller {see PRECAUTIONS, Pediatric Use}, As with acuits, after 
thration, the total daily dose may be given once daily at bedtime to minimize 
daytime sedation. 


Vaintenance/Continuation Treatment (Adults, Children, and Adolescents) 
While there are no systematic studies that answer the question of how long to 
continue Anafranil, OCD is a chronic condition and it is reasonable to consider 
continuation for a responding patient. Although the efficacy of Anafranil after 

1C weeks has not been documented in controlled trials, patients have been 
continued in therapy under double-blind conditions for up to 1 year without loss 
of benefit. However, dosage adjustments shoutd be made to maintain the patient 
on the lowest effective dosage, and patients should be periodically reassessed to 
determine the need for treatment. During maintenance, the total daily dose may 
be given once daily at bedtime. 


HOW SUPPLIED 
Capsules 25 mg — ivory/meton yellow (imprinted ANAFRANIL 25 mg} 


Bottles of (00 .....ssserccceesssesereererscerssereeseensees NDC 0083-0115-30 
Unit Dose (blister pack) 
Box of 100 (Strips Of 10). ...seee eee ceeen evens TEENETE NDC 0083-0115-32 
Cepsules 50 mg — ivory/aqua blue (imprinted ANAFRANIL 50 mg) 
Bottles Of le oR ER E EE E E TT NDC 3083-0116-30 
Jnit Dose (bfister pack} 
Box of 100 (strips Of Ohc io siirre anaa NDC 2083-0116-32 
Capsules 75 mg — ivory/yellow (imprinted ANAFRANIL 75 mg) 
Bottles Of 100 PEIRET O EOE NDC 0083-0117-30 
Unit Dose (blister pack) 
Box of 100 (StriPS Of h eaire aeina NOC 0083-0117-32 


Do not store above 86°F (30°C). Protect from moisture. 

Dispense in tight container (USP). 

ANIMAL TOXICOLOGY 

Testicular and lung changes commonly associated with tricyclic compounds have 
heen observed with Anafranil. In 1- and 2-year studies in rats, changes in the 
testes {atrophy, aspermatogenesis, and calcification) and drug-induced phospho- 
lipidosis in the lungs were observed at doses 4 times the maximum daily human 


dose. Testicular atrophy was also observed in a 1-year oral toxicity study in dogs 
at 30 times the maximum daily human dose. 


Printed in U.S.A. CH 


CIBA 


CIBA Pharmaceutical Company 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 


* Events reported by at least 1% of Anafranil patients are included 
‘© 1390, CIBA. {1/90) 135-1268-A 
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_ Unique... Specific.. 
P r ózac’ (fluoxetine hydrochloride) 
is the first highly specific, 
< highly potent blocker 
of serotonin uptake 
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The most frequently prescribed 
antidepressant by psychiatrists 
in the United States' 
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Brief Summary; 
Consult the package literature for complete information. 


Indications: Prozac is indicated for the treatment of depression. 


Contraindication: Prozac is contraindicated in patients known to be hyper- 
sensitive to it. 


Warnings: Monoamine Oxidase inhibitors — Data on the effects of the com- 
bined use of fluoxetine and MAO inhibitors are limited, Their combined use 
should be avoided. Based on experience with the combined administration of 
MAOIs and tricyclics, at least 14 days should elapse between discontinuation 
of an MAO inhibitor and initiation of treatment with fluoxetine. 

Because of the long half-lives of fluoxetine and its active metabolite, at 
least five weeks (approximately five half-lives of norfluoxetine) should elapse 
between discontinuation of fluoxetine and initiation of therapy with an MAO}. 
Administration of an MAOI within five weeks of discontinuation of fluoxetine 
may increase the risk of serious events. While a causal relationship to fluox- 
etine has not been established, death has been reported to occur following 
the initiation of MAO! therapy shortly after discontinuation of fluoxetine. 

Rash and Accompanying Events — During premarketing testing of more 
than 5,600 US patients given fluoxetine, approximately 4% developed a rash 
and/or urticaria. Among these cases, almost a third were withdrawn from 
treatment because of the rash and/or systemic signs or symptoms associ- 
ated with the rash. Clinical findings reported in association with rash include 
fever, leukocytosis, arthralgias, edema, carpal tunnel syndrome, respiratory 
distress, lymphadenopathy, proteinuria, and mild transaminase elevation. 
Most patients improved promptly with discontinuation of fluoxetine and/or 
adjunctive treatment with antihistamines or steroids, and all patients experi- 
encing these events were reported to recover completely. 

__ wo patients are known to have developed a serious cutaneous systemic 
illness. In neither patient was there an unequivocal diagnosis, but one was 
considered to have a leukocytoclastic vasculitis, and the other, a severe 
desquamating syndrome that was considered variously to be a vasculitis or 
erythema multiforme. Several other patients have had systemic syndromes 
Suggestive of serum sickness. 

ince the introduction of Prozac, systemic events, possibly related to 
vasculitis, have developed in patients with rash. Although these events are 
Tare, they may be serious, involving the lung. kidney, or liver, Death has been 
reported to occur in association with these systemic events. 

Whether these systemic events and rash have a common underlying cause 
or are due to different etiologies or pathogenic processes is not known. Upon 
the appearance of rash, Prozac should be discontinued. 


Precautions: General — Anxiety and insomnia — Anxiety, nervousness, and 
insomnia were reported by 10% to 15% of patients treated with Prozac. These 
symptoms led to drug discontinuation in 5% of patients treated with Prozac. 

Altered Appetite and Weight — Significant weight loss, especially in under- 
weight depressed patients, may be an undesirable result of treatment with 

razac. 

In controtted clinical trials, approximately 9% of patients treated with 
Prozac experienced anorexia, This incidence is approximately sixfold that 
seen in placebo controls. A weight loss of greater than 5% of body weight 
occurred in 13% of patients treated with Prozac compared to 4% of placebo- 
and 3% of tricyclic-antidepressant-treated patients. However, only rarely 
have patients been discontinued from treatment with Prozac because of 
weightloss. 

Activation of Mania/Hypomania — During premarketing testing, hypo- 
mania or mania occurred in approximately 1% of fluoxetine-treated patients. 
Activation of mania/hypomania has also been reported in a small proportion 
of patients with Major Affective Disorder treated with other marketed 
antidepressants, 

Seizures — Twelve patients among more than 6,000 evaluated worldwide in 
the course of premarketing development of fluoxetine experienced con- 
vulsions (or events described as possibly having been seizures). a rate of 
0.2% that appears to be similar to that associated with other marketed 
antidepressants. Prozac should be introduced with care in patients with a 
history of seizures. 

Suicide — The possibility of a suicide attempt is inherent in depression and 
may persist until significant remission occurs. Close supervision of high- 
tisk patients should accompany initial drug therapy. Prescriptions for Prozac 
should be written for the smallest Guantity of capsules consistent with geod 
patient management. in order to reduce the risk of overdose. 

The Long Elimination Hall-Lives of Fluoxetine and its Metabolites — 
Because of the long elimination half-lives of the parent drug (two to three 
days) and its major active metabolite (seven to nine days), changes in dose 
will not be fully reflected in plasma for several weeks, affecting both strat- 
egies for titration to final dose and withdrawal from treatment (see Clinical 
Pharmacology and Dosage and Administration). 
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_ Use in Patients Wi tiness —Ctinical experience with Prozac 
in patients with concomitant systemic illness is limited. Caution is advisable 
in using Prozac in patients with diseases or conditions that could affect 
metabolism or hemodynamic responses. 

Fluoxetine has not been evaluated or used to any appreciable extent in 
patients with a recent history oft myocardial infarction or unstable heart 
disease. Patients with these diagnoses were systematically excluded from 
clinical studies during the product's premarket testing. However, the elec- 
trocardiograms of 312 patients who received Prozac in double-blind trials 
were fetrospactively eyalated; no conduction abnormalities that resulted in 
heart block were observed. The mean heart rate was reduced by approxi- 
mately three beats/min, 

In subjects with cirrhosis of the tiver, the clearances of fluoxetine and its 
active metabolite, norfluoxetine, were decreased, thus increasing the elim- 
ination half-lives of these substances, A lower or less frequent dose should 
be used in patients with cirrhosis. 

Since fluoxetine is extensively metabolized, excretion of unchanged drug 
in urine is a minor route of elimination. However, until adequate numbers of 
patients with severe renal impairment have been evaluated during chronic 
treatment with fluoxetine, it should be used with caution in such patients. 

{n patients with diabetes, Prozac may alter glycemic control. Hypo- 
glycemia has occurred during therapy with Prozac, and hyperglycemia has 
developed following discontinuation of the drug. As is true with many other 
types of medication when taken concurrently by patients with diabetes, 
insulin and/or oral hypoglycemic dosage may need to be adjusted when 
therapy with Prozac is instituted or discontinued. 


Interference Wih Cognitive ang Motor Petlormance = Any psychoactive 
drug may impair judgment, thinking, or motor skills, and patients should be 
cautioned about operating hazardous machinery, including automobiles, 
until they are reasonably certain that the drug treatment does not affect them 
adversely. 

__ Information for Patients ~— Fhysierang are advised to discuss the follawing 
issues with patients for whom they prescribe Prozac: 

Because Prozac may impair judgment, thinking, or motor skills, patients 
should be advised to avoid driving a car or operating hazardous 
machinery until they are reasonably certain that their performance is 
not affected. 

Patients should be advised to inform their physician if they are taking or 
plan to take any prescription or over-the-counter drugs or alcohol. 

Patients should be advised to notify their physician if they become preg- 
nant or intend to become pregnant during therapy. 

Patients should be advised to notify their physician if they are breast 
feeding an infant. — 

Patients shoud be advised to notify their physician if they develop a rash or 

ives. 

Laboratory Tests -~ There are no specific laboratory tests recommended. 

Drug interactions — As with all drugs, the potential for interaction by a 
variety of mechanisms (ie, pharmacodynamic, pharmacokinetic drug inhi- 
bition or enhancement, etc) is a possibility (see Accumulation and Slow 
Elimination uader Clinical Pharmacology). . 

Tryptophan — Five patients receiving Prozac in combination with tryp- 
tophan experienced adverse reactions, including agitation, restlessness, and 
gastrointestinal distress. 

i ibitors -See Warnings. . 

DiherAntidepressants— There have been greater than twofold increases of 
previous y stable plasma levels of other antidepressants when Prozac has 

een administered in combination with these agents (see Accumulation and 
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_ Lithium — There have been reports of both increased and decrease 
lithium levels when lithium was used concomitantly with fluoxetine. Cases of 
lithium toxicity have been reported. Lithium levels should be monitored 
when these drugs are administered concomitantly. 

Diazepam Clearance ~ The half-life of concurrently administered diazepam 
may be prolonged in some patients (see Accumulation and Slow Elimination 
under Clinical Pharmacology). 

tial inistration of Drugs Highly Bound to Plasma 
Proteins — Because fluoxetine is tightly bound to plasma protein, the admin- 
istration of fluoxetine to a patient taking another drug that is tightly bound to 
protein (eg, Coumadin, digitoxin) may cause a shift in plasma con- 
centrations potentially resulting in an adverse effect. Conversely, adverse 
effects may result from displacement of protein-bound fluoxetine by other 
tightly bound drugs (see Accumulation and Slow Elimination under Clinical 
Pharmacology), 

-Active Drugs — The risk of using Prozac in combination with other 
CNS-active drugs has not been systematically evaluated. Consequently, 
caution is advised if the concomitant administration of Prozac and such 
drugs is required (see Accumulation and Slow Elimination under Clinical 
Pharmacology). 

Electroconvulsive py ~ There are no clinical studies establishing the 
benefit of the combined use of ECT and fluoxetine. A single report of a 
prolonged seizure in a patient on fluoxetine has been reported. 

Carcinogenesis, Mutagenesis, Impairment of Fertility — There is no evi- 
ence ot carcinogenicity, mutagenicity, or impairment of fertility with 

rozac. 

The dietary administration of fluoxetine to rats and mice for two years at 
levels equivalent to approximately 75 and 9.0 times the maximum human 
dose (80 mg) respectively produced no evidence of carcinogenicity. 

Fluoxetine and nortluoxetine have been shown to have no genotoxic effects 
based on the following assays: bacterial mutation assay, DNA repair assay in 
cultured rat hepatocytes, mouse lymphoma assay, and in vivo sister chro- 
matid exchange assay in Chinese hamster bone marrow cells. 

_ Two fertility studies conducted in rats at doses of approximately five and 
nine times the maximum human dose (80 mg) indicated that fluoxetine had 
no adverse effects on fertility. A slight decrease in neonatal survival was 
noted, but this was probably associated with depressed maternal food con- 
sumption and suppressed weight gain. 

Pregnancy = Teralogenic Effects -Pregnancy Category B — Reproduction 
studies have been performed in rats and rabbits at doses nine and 11 times 
the maximum daily human dose (80 mg) respectively and have revealed no 
evidence of harm to the fetus due to Prozac. There are, however, no adequate 
and well-controlled studies in pregnant women. Because animal reproduc- 
tion studies are not always predictive of human response, this drug should 
be used during pregnancy only if clearly needed. 

Labor and Delivery ~ The effect of Prozac on labor and delivery in humans 
is unknown. 

Nursing Mothers — Because many drugs are excreted in human milk, 
caution should be exercised when Prozac is administered to a nursing 
woman. In one breast milk sample, the concentration of fluoxetine plus 
norfluoxetine was 70.4 ng/mL. The concentration in the mother’s plasma 
was 295.0 nyme No adverse effects on the infant were reported. 

Usage in Children — Safety and effectiveness in children have not been 
established. 

Usage in the Elderly Prozac has not been systematically evaluated in 
older patients; however, several hundred elderly patients have participated in 
Clinical studies with Prozac, and no unusual adverse age-related phenomena 
have been identified. However, these data are insufficient to rule out possible 
age-related differences during chronic use, particularly in elderly patients 
who have concomitant systemic illnesses or who are receiving concomitant 


drugs. 

‘Hy ponatremia-—Several cases of hyponatremia (some with serum sodium 
lower than 110 mmol/L) have been reported. The hyponatremia appeared to 
be reversible when Prozac was discontinued. Although these cases were 
complex with varying possible etiologies, some were possibly due to the 
syndrome of inappropriate antidiuretic hormone secretion (SIADH). 
The majority of these occurrences have been in older patients and in patients 
taking diuretics or who were otherwise volume depleted. 


Adverse Reactions: Commonly Observed — The most commonly observed 
adverse events associated with the use of Prozac and not seen at an equiv- 
alent incidence among placebo-treated patients were: nervous system com- 
plaints, including anxiety, nervousness, and insomnia: drowsiness and 
fatigue or asthenia: tremor, sweating: gastrointestinal complaints, including 
anorexia, nausea, and diarrhea; and dizziness or lightheadedness. 

Associated With Discontinuation of jreatment—Fifteen percent of approxi- 
mately 4,000 patients who received Prozac in US premarketing clinical trials 
discontinued treatment due to an adverse event. The more common events 
causing discontinuation included: psychiatric (5.3%), primarily nerv- 
ousness, anxiety, and insomnia; digestive (3.0%), primarily nausea; nervous 
system (1.6%), primarily dizziness; body as a whole (1.5%), primarily 
asthenia and headache; and skin (1.4%), primarily rash and pruritus. 

Incidence in Controlled Clinical Triats — The table that follows enumerates 
adverse events that occurred at a frequency of 1% or more among Prozac- 
treated patients who participated in controlled triats comparing Prozac with 
placebo. The prescriber should be aware that these figures cannot be used to 
predict the incidence of side effects in the course of usual medical practice 
where patient characteristics and other factors differ from those that 
prevailed in the clinical trials. Similarly, the cited frequencies cannot 
be compared with figures obtained from other clinical investigations 
involving different treatments, uses, and investigators. The cited figures, 
however, do provide the prescribing physician with some basis for estimating 
the relative contribution of drug and nondrug factors to the side-effect 
incidence rate in the population studied. 


TREATMENT-EMERGENT ADVERSE EXPERIENCE INCIDENCE 
IN PLACEBO-CONTROLLED CLINICAL TRIALS 
Percentage of 
Patients Reporting 
Event 








Percentage of 
Patients Reporting 
Event 





Body Systems Prozac Piacebo Body Systems Prorat Placebo 
Adverse Evente (N= 4,730) (N« 799) Adverse Event” iN= 1,730) (N= 799) 
Nervous Body as a Whole 
Headache 20.3 15.5 Asthenia a4 19 
Nervousness 14.9 85 tatection, viral a4 a4 
Insomnia 13.8 ut Pain, timb 16 Vt 
Drowsiness 16 6.3 Fever 14 - 
Anxiety 9.4 55 Pain, chest 4.3 tt 
Tremot 7g 24 Altergy 1.2 tt 
Dhaziness raf cf (ativenza 1.2 5 
atigue i Š 
Sedated 19 va Regphatary 
Sensation respiratory 
Gaerne 7 a intection 7.6 60 
UD sed 16 Fluslixe 
ug g syndrome 28 19 
F headedness 16 A Fnaryngitis 27 1.3 
oncentration, ji 
decreased 15m gelon 26 28 
Digestive Sinus 23 18 
Jausea ata 10.1 Sinusitis 2.1 20 
Diarrhea 123 7.0 Cough 1.6 16 
Mauth as 60 Dyspnea 1.4 - 
Pa g $ Cardlovascular 
aii $ 13 kot flushes 18 10 
Constipation 45 33 Palpitations 13 1.4 
Pain, Musculoskeletal 
abdominal 34 29 Pain, back 2.0 24 
Vomiting a4 13 Pain, joint 1.2 VW 
Jasta change ! Ti Pain, muscle 1.2 10 
fatulence F : 
Gastroenteritis v0 ya Urogenital 
Skin and painful 1.9 14 
Appendapes Sexual 
Sweating, dysfunction 19 - 
excessive 8.4 38 Frequent 
Rash 27 1.8 micturition 16 - 
Pruritus 24 4 Urinary tact 
intection 12 - 
Spscial Senses 
Vision 
disturbance 2.8 16 





*Events reported dy at least 1% ot Prozac-treated patients are included. 
— Incidence less than 1%. 
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uring clintcal tes al e Uo, Mut i Motere 
to approximately 5,600 subjects. Untoward events associated with this 
exposure were recorded by Clinical investigators using descriptive termi- 
nology of their own choosing. Consequently, it is not possible to provide a 
meaningful estimate of the proportion of individuals experiencing adverse 
events without first grouping similar types of untoward events into a limited 
(ie, reducec) number of standardized event categories. ; 

In the tabulations which follow, a standard COSTART Dictionary termi- 
nology has been used to classity reported adverse events. The frequencies 
presented, therefore, represent the proportion of the 5,600 individuals 
exposed to Prozac who experienced an event of the type cited on at least one 
occasion while receiving Prozac. All reported events are included except 
those already listed in tables, those COSTART terms so general as to be 
uninformative, and those events where a drug cause was remote. itis impor- 
tant to emphasize that, although the events reported did occur during treat- 
ment with Prozac, they were not necessarily caused by it. 

Everts are further classified within body system categories and enumer- 
ated in order of decreasing frequency using the following definitions: 
frequent adverse events are defined as those occuring on one or more 
occasions in at least 1/100 patients; infrequent adverse events are those 
occurring in 1/100 to 1/1,000 patients; rare events are those occurring 
in less than 1/1,000 patients, 

Body as a Whole --Frequent: chills; infrequent: chills and fever, cyst, face 
edema, hangover effect, jaw pain, malaise, neck pain, neck rigidity, and 
pelvic pain; Rare: abdomen enlarged, cellulitis, hydrocephalus, hypother- 
mia, LE syndrome. moniliasis, and serum sickness. 

Cardiovascular System- Infrequent: angina pectoris, arrhythmia, hemor- 
rhage. hypertension, hypotension, migraine, postural hypotension, syn- 
cope, and tachycardia, Rare: AV block first-degree, bradycardia, bundle- 
branch black, cerebral ischemia, myocardial infarct, thrombophlebitis, 
vascular headache, and ventricular arrhythmia. 

Digastiv yster ~ Frequent: increased appetite; /nfrequent: aphthous 
stomatitis. dysphagia, eructation, esophagitis, gastritis, gingivitis, glossitis, 
liver function tests abnormal, melena, stomatitis, thirst; Rare. bloody diar- 
thea, cholecystitis, cholelithiasis, colitis, duodenal ulcer, enteritis, fecal 
incontinence, hematemesis, hepatitis, hepatomegaly, hyperchtorhydria, 
increzsed salivation, jaundice, liver tenderness, mouth ulceration, salivary 
gland enlargement, stomach ulcer, tongue discoloration, and tongue 
edema. 

Endocrine System — Infrequent: hypothyroidism; Rare: goiter and 
hyperthyroidism. 

Henic and Lymphatic System — Infrequent: anemia and lympha- 
denopathy; Rare: bleeding time increased, blood dyscrasia, leukopenia, 
lymprocytosis, petechia, purpura, sedimentation rate increased, and 
thrombocythemia. 

Metabolic and Nutritional ~Frequent: weight loss: Infrequent: generalized 
edema, hypoglycemia. peripheral edema, and weight gain: Rare: 
dehydration, gout, hypercholesteremia. hyperglycemia, hyperlipemia, hypo- 
glycemic reaction, hypokalemia, hyponatremia, and iron deficiency anemia. 

Musculoskeletal System — fnfrequent: arthritis, bone pain, bursitis, ten- 
asynavitis, and twitching: Aare: bone necrosis, chondrodystrophy, muscle 
hemorrhage; myositis, osteoporosis, pathological fracture, and rheumatoid 
arthritis. 

Nervous System — Frequent: abnormal dreams and agitation; Infrequent: 
abnermal gait, acute brain syndrome, akathisia, amnesia, apathy, ataxia, 
buccoglossal syndrome, CNS stimulation, convulsion, delusions, deper- 
sonalization, emotional lability, euphoria, hallucinations, hostility, hyper- 
kinesia, hypesthesia, incoordination, libido increased, manic reaction, 
neuralgia, neuropathy, paranoid reaction, psychosis, and vertigo; Rare: 
abnormal slectroencephatogram antisocial reaction, chronic brain 
syndrome, circumoral paresthesia, CNS depression, coma, dysarthria, 
dystonia, extrapyramidal syndrome, hypertonia, hysteria, myoclonus, 
nystagirus, paralysis, reflexes decreased, stupor, and torticollis. 

Respiratory System —Frequent: bronchitis, rhinitis, and yawn; Infrequent: 
asthma, epistaxis, hiccup, hyperventilation, and pneumonia; Aare: apnea, 
hemoptysis. hypoxia, larynx edema, lung edema, tung fibrosis/alveolitis, 
and pleural effusion. = 

Sun and Appendages ~ infrequent; acne, alopecia, contact dermatitis, 
dry skin, herpes simplex, maculopapular rash, and urticaria; Rare. eczema. 
erythema multiforme, fungal dermatitis, herpes zoster, hirsutism, psoriasis, 
purpuric rash, pustular rash, seborrhea, skin discoloration, skin hypertro- 
phy. subcutaneous nodule, and vesiculobullous rash. 

$ ial Senses — infrequent: amblyopia, conjunctivitis, ear pain, eye 
pain, mydriasis, photophobia, and tinnitus; Rare: blepharitis, cataract, cor- 
neal lesion, deafness, diplopia, eye hemorrhage, glaucoma, iritis, ptosis, 
strabismus, and taste loss. 

Urgggnital System — Infrequent: abnormal ejaculation, amenorrhea, 
breast gain, cystitis. dysuria, fibrocystic breast, impotence, leukorrhea, 
Menopause. menorthagia, ovarian disorder, urinary incontinence, urinary 
retenticn, urinary urgency, urination impaired, and vaginitis; Rare: abortion, 
albuminuria, breast enlargement, dyspareunia, epididymitis, female lacta- 
tion, hematuria, hypomenorrhea, kidney calculus. metrorrhagia, orchitis, 
polyuria, pyelonephritis, pyuria, salpingitis. urethral pain, urethritis, urinary 
tract disorder, urolithiasis, uterine hemorrhage. uterine spasm, and vaginal 
hemarrhage, 

Postintroduction Reports — Voluntary reports of adverse events tem- 
porarily associated with Prozac that have been received since market intro- 
duction and which may have no causal relationship with the drug include the 
fol owing: vaginal bleeding after drug withdrawal, hyperprolactinemia, 
thromtocytopenia, and confusion. 


Overdosage: Human Experience — As of December 1987. there were two 
deaths among approximately 38 reports of acute overdose with fluoxetine, 
eitner alone or in combination with other drugs and/or alcohol. One death 
involved a combined overdose with approximately 1,800 mg of fluoxetine and 
an undetermined amount of maprotiline, Plasma concentrations of fluoxetine 
and maprotiline were 4.57 mg/L and 4.18 mg/L respectively. A second death 
involved three drugs yielding plasma concentrations as follows: fluoxetine, 
; F moik: norfluoxetine, 1.10 mg/L; codeine, 1.80 mg/L; temazepam, 
.80 mg/L. 

One other patient who reportedly took 3,000 mg of fluoxetine experienced 
two grand mal seizures that remitted spontaneously without specific anti- 
ccnvulsant treatment (see Management). The actual amount of drug 
atsorbed may have been less due to vomiting. : gee! 

Nat sea and vomiting were prominent in overdoses involving higher fluox- 
etne Joses. Other prominent Symptoms of overdose included agitation, 
restlessness, hypomania, and other signs of CNS excitation. Except for the 
two deaths noted above, all other overdose cases recovered without residua. 

Sinse introduction, a single death attributed to overdose of fluoxetine 
alone has been reported. 
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With depression.. 


In a clinical trial, XANAX was effective in reducing 
anxiety symptoms associated with moderate to severe 
depression* 

Patients taking XANAX should be alerted to 
possible additive CNS depressant effects when it is 
administered with other medications that produce 
CNS depression. 

The usual starting dosage of XANAX is 0.25 to 
0.5 mg tid. 


*Data on file. The Upjohn Company 
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INDICATIONS AND USAGE 

Anxiety disorders. short-term relief of the symptoms of anxiety, and anxiety 

associated with depression. Anxiety or tension associated with the stress of 

everyday life usually does not require an anxiolytic. Effectiveness for more 

than four months has not been established: periodically reassess the use- 

fulness of the drug for the individual patient 

CONTRAINDICATIONS 

Sensitivity to XANAX or other benzodiazepines. and in acute narrow angle 

glaucoma 

WARNINGS 

XANAX is not of value in treating psychosis and should not be used in lieu 

of appropriate treatment. Patients receiving XANAX should be cautioned 

about hazardous occupations or activities requiring full alertness and also 

about simultaneous ingestion of alcohol or other CNS depressants 
Benzodiazepines can cause fetal harm in pregnant women. hence women 

who may become pregnant should be warned. Avoid during the first tri- 

mester Withdrawal seizures have been reported upon rapid dose reduction 

or abrupt discontinuation. thus reduce dose gradually (See Drug Abuse and 

Dependence and Dosage and Administration.) 

PRECAUTIONS 


General: If XANAX is combined with other psychotropics or anticonvulsants, 


consider drug potentiation, (See Drug Interactions j Use the usual precautions 
in patients with renal or hepatic impairment and regarding prescription size 
in depressed and suicidal patients. In elderly and debilitated patients. use 
the lowest possible dose {See Dosage and Administration.) Hypomania 
and mania has been reported in depressed patie 

Information for Patients: Alert patients about: {ai consumption of alcohol 
and drugs.{b} possible fetal abnormalities.(c) operating machinery or driving 
(dj not increasing dose of the drug due to risk of dependence {ej not 
stopping the drug abruptly. Laboratory Tests: Not ordinarily required in other- 
wise healthy patients. Drug interactions. Additive CNS depressant effects with 
other psychotropics. anticonvulsants. antihistamines, ethanol and other CNS 
depressants. Plasma leve mipramine and desipramine are increased. 
Pharmacokinetic interactions with other drugs have been reported. Cimetidine 
can delay clearance of benzodiazepines. Drug/Laboratory Test Interactions. No 
consistent pattern for a drug or test. Carcinogenesis, Mutagenesis, Impairment of 
Fertility. No carcinogenic potential or impairment of fertility in rats. Pregnancy 
See Warnings. Nenteratogenic Effects. The child born of a mother on benzo- 
diazepines may be at some risk for withdrawal symptoms. neonatal flaccidity 
and respiratory problems. Labor and Delivery: No established use. Nursing 
Mothers: Benzodiazepines are excreted in human milk Women on XANAX 
should not nurse. Pediatric Use: Safety and effectiveness in children below 
the age of 18 have not been established. 

ADVERSE REACTIONS 

Side effects are generally observed at the beginning of therapy and usually 
disappear with continued medication. In the usual patient the most frequent 
side effects are likely to be an extension of the pharmacologic activity of 
XANAX. eg drowsiness or lightheadedness. 

Central nervous system: Drowsiness. lightheadedness. depression. headache 
confusion. insomnia. nervousness. syncope dizziness. akathisia. and tired- 
ness/sleepiness. Gastrointestinal. Dry mouth. constipation. diarrhea. nausea/ 
vomiting. and increased salivation. Cardiovascular: Tachycardia/palpitations. 
and hypotension Sensory: Blurred vision. Musculoskeletal; Rigidity and tremor. 
Cutaneous. Dermatitis/allergy. Other side effects: Nasal congestion, weight gain 
and weight loss. 

Withdrawal seizures with rapid decrease or abrupt discontinuation. See 
Warnings } 

The following adverse events have been reported with benzodiazepines 
dystonia, irritability. concentration difficulties. anorexia. transient amnesia or 
memory impairment, loss of coordination. fatigue, seizures. sedation. slurred 
speech. jaundice. musculoskeletal weakness, pruritus. diplopia. dysarthria 


















changes in libido. menstrual irregularities, incontinence. and urinary retention. 


Paradoxical reactions such as stimulation, agitation. rage, increased muscle 
spasticity. sleep disturbances. and hallucinations may occur Should these 
occur discontinue the drug 

During prolonged treatment. periodic blood counts urinalysis. and blood 
chemistry analysis are advisable. Minor EEG changes. of unknown signifi- 
cance. have been observed 

Liver enzyme elevations. gynecomastia and galactorrhea have been re- 
ported but no causal relationship was established 
DRUG ABUSE AND DEPENDENCE 
Physical and Psychological Dependence: Withdrawal symptoms including seizures 
have occurred following abrupt discontinuance or rapid dose reduction of 
benzodiazepines. (See Warnings.) Dosage should be gradually tapered under 
close supervision. Patients with a history of seizures or epilepsy should not 
be abruptly withdrawn from XANAX. Addiction-prone individuals should be 
under careful surveillance. Controlled Substance Class: XANAX is a controlled 
substance and has been assigned to schedule IV. 

OVERDOSAGE 

Manifestations include somnolence. confusion. impaired coordination 
diminished reflexes and coma. No delayed reactions have been reported 
DOSAGE AND ADMINISTRATION 
Dosage should be individualized 

The usual starting dose is 0.25 to 0.5 mg tid. Maximum total daily dase is 4 
mg In the elderly or debilitated. the usual starting dose is 0.25 mg. two or 
three times daily. Reduce dosage gradually when terminating therapy. by 
no more than 0.5 mg every three days. 
HOW SUPPLIED 
XANAX Tablets are available as 0.25 mg.0.5 mg. and | mg tablets 
CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT 





PRESCRIPTION, B-8-S 
< THE UPIOHN COMPANY J-2252 
Upjohn Kalamazoo. Michigan 49001. USA November, 1989 


Printed in USA 
A64 


AhaENVER 


American Psychiatric Association 


42nd Institute on 
H&CP 
October 7-11 
1990 


A meeting for clinicians in 
all settings- 


Managed Care 


Public Private 


Hospitals CMHCs 
HMOs Psychiatric Units 


For preliminary program and registration 
information, write: Wanda Sheridan, H&CP 
Institute, APA, 1400 K Street, N.W., 
Washington, DC 20005. 


Name: 

Title: 
Organization: 
Address: 





A spectrum of reasons 
to write D.A.W. 
when you prescribe 


Norp ram | n 10, 25, 50, 75, 100, 150 mg 
(desipramine hydrochloride tablets USP) 
A logical choice among antidepressants 


A 25-year history of proven clinical usefulness with unsurpassed 
flexibility of dosage provided by 6 tablet strengths, color coded to 
ensure exact identification. It also offers dose equivalence that permits 
prescribing one tablet of greater strength in place of multiple doses of 
lesser strengths, resulting in increased patient compliance and greater 
than 20% cost savings. 




















Ensure the maximum 
benefits of Norpramin 
by specifying “Dispense 
As Written.” 


w A 25-year record of 
efficacy in relieving the 
symptoms of 
depression* 


# Less anticholinergic 
activity than 
amitriptyline or 
doxepin* 

Usually no excessive 


daytime drowsiness 
(see Warnings)' 






(desipramine 
hydrochloride tablets USP) 


*References supporting these statements 
available from MERRELL DOW 
PHARMACEUTICALS INC., Cincinnati, Ohio 
45242. 


tNorpramin does not usually inhibit normal 
activity, although patients should be cautioned 
against driving or operating machinery if 
drowsiness occurs (see Warnings, Precautions, 
and Adverse Reactions). 
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BRIEF SUMMARY 

CAUTION. Federal law prohibits dispensing without prescription, 

INACTIVE INGREDIENTS 

The following inactive ingredients are contained in all dosage strengths: acacia, calcium 
carbonate, corn starch, D&C Red No. 30 and D&C Yellow No. 10 (except 10 mg and 150 mg), 
FDC Blue No. 1, FD&C Red No. 3, FD&C Yellow No. 6, hydrogenated soy oil, iron oxide, 
light mineral oil, magnesium stearate, mannitol, polyethylene glycol 8000, pregelatinized 
com sanh, sodium benzoate (except 150 mg), sucrose, talc, titanium dioxide, and other 


The rate of metabolism of tricyclic antidepressants varies widely from individual to 
individual, chiefly on a genetically determined basis. In general, the elderly metabolize 
tricyclic antidepressants more slowly than do younger adults. 

Certain drugs, particularly the poychostimulants and the phenothiazines, increase plasma 

levels of concomitantly administered tricyclic antidepressants through competition for the 

same metabolic enzyme systems. Other substances, particularly barbiturates and alcohol, 
induce liver enzyme activity and thereby reduce tricyclic antidepressant plasma levels. 

Similar effects have been reported with tobacco smoke. 

Additional information on metabolism appears in Full Prescribing Information. 

CONTRAINDICATIONS 

Desipramine hydrochloride should not be given in conjunction with, or within 2 weeks of, 

treatment with an MAQ inhibitor drug; byperpyretic crises, severe convulsions, and death 

have occurred in patients taking MAO inhibitors and tricyclic antidepressants. When 

Norpramin (desipramine hydrochloride) is substituted for an MAO inhibitor, at feast 2 weeks 

should elapse between treatments. Nocpramin should then be started cautiously and should 

be increased gradually. 

The drug is contraindicated in the acute recovery period following myocardial infarction. It 

should not be used in those who have shown prior hypersensitivity to the drug. Cross 

sensitivity between this and other dibenzazepines is a possibility. 

WARKINES 

Extreme caution should be used when this drug is given in the following situations: 

a. in patients with cardiovascular disease, because of the possibility of conduction 

defects, arrhythmias, tachycardias, strokes, and acute myocardial infarction. 

b. in patients with a history of urinary retention or glaucoma, because of the 

anticholinergic properties of the drug. 

c. in patients with thyroid disease or those taking thyroid medication, because of the 

possibility ef cardiovascular toxicity, including arrhythmias. 

d. in patients with a history of seizure disorder, because this drug has been shawn to 

lower the seizure threshold. 

This drug is capable of blocking the antihypertensive effect of guanethidine and 

similarly acting compounds. 

USE IN PREGNANCY 

Safe use of desipramine hydrochloride during pregnancy and lactation has not been 

established; therefore, if it is tu be given to pregnant patients, nursing mothers, or 

women of childbearing potential, the possible benefits must be weighed against the 
possible hazards to mother and child. Animal reproductive studies have been 
inconclusive. 

USE iN CHILOREN 

Nomramin (desipramine hydrochloride) is not recommended for use in children since 

safety and effectiveness in the pediatric age group have not been established. (See 

ADVERSE REACTIONS, Cardiovascular.) 

. The patient should be cautioned that this drug may impair the mental and/or physical 
abilities required for the performance of potentially hazardous tasks such as driving a 
Cat or operating machinery. 

6. in patients who may use alcohol excessively, it should be bome in mind that the 

potentiation may increase the danger inherent in any suicide attempt or overdosage. 
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PRECAUTIONS 

1. tt is important that this drug be dispensed in the teast possible quantities to depressed 
outpatients, since suicide has been accomplished with this class of drug. Ordinary 
prudence requires that children not have access to this drug or to potent drugs of any 
kind, if possible, this drug should be dispensed in containers with child-resistant 
safety closures. Storage of this drug in the home must be supervised responsibly, 

EAL Seion SOS ER eS SPN TNS or EN stoa 
be altered. 

3, Norpramin (desipramine hydrochloride) therapy in patients with manic-depressive 
iliness may induce a hypomanic state after the depressive phase terminates. 

4, The drug may cause exacerbation of psychosis in schizophrenic patients. 

5, Close supervision and careful adjustment of dosage are required when this drug is 

iven concomitantly with anticholinergic or sympathomimetic drugs. 

6. Patients should be warmed that while taking this drug their response to alcoholic 
beverages may be exaggerated. 

7. Clinical experience in the concurrent administration of ECT and antidepressant drugs is 
limited. Thus, if such treatment is essential, the possibility of increased risk relative 
to benefits should be considered. 

8. If Norpramin (desipramine hydrochioride) is to be combined with other psychotropic 
agents such as tranquilizers or sadative/hypnatics, careful consideration should be 

iven to the pharmacology of the agents employed since the sedative effects of 

in and benzodiazepines (e.g., chlordiazepoxide or diazepam) are additive, Bath 

the sedative and anticholinergic effects of the major tranquilizers are also additive to 
those of Norpramin. 

9. Concurrent administration of cimetidine and tricyclic antidepressants can produce 
clinically significant increases in the plasma levels of the tricyclic antidepressants. 
Conversely, decreases in plasma levels of the tricyclic antidepressants have been 
reported upon discontinuation of cimetidine which may result in the loss of the 
therapeutic efficacy of the tricyclic antidepressant. 

10. This drug should be discontinued as soon as possible prior to elective surgery because 
of the possible cardiovascular effects. Hypertensive episodes have been observed 
ducing surgery in patients taking desipramine hydrochloride. 

11. Both elevation and lowering of blood sugar levels have been reported. 

12. Leukocyte and differential counts should be performed in any patient who develops 
fever and sore throat during therapy: the drug should be discontinued if there is 
evidence of pathologic neutrophil depression. 

ADVERSE REACTIONS 

Note: Included in the following listing are a few adverse reactions that have not been 

reported with this specific drug. However, the pharmacologic similarities among the 

tricyclic antidepressant drugs require that each of the reactions be considered when 
foramina {desipramine hydrochloride) is given. 

Cardiovascular: hypotension, hypertension, tachycardia, palpitation, arrhythmias, heart 

block, myocardial infarction, stroke. There has been a report of an “acute collapse” and 


“sudden death” in an eight-year old (18 kg) male, treated for two years for hyperactivity. 
(See WARNINGS, Use in Children.) 
Psychiatric: confusional states (especially in the elderly) with hallucinations, disarventa- 
tion, delusions; anxiety, restlessness, agitation; insomnia and nightmares; hypomania; 
exacerbation of psychosis. 
Aewologic: twmbmess, tingling, paresthesias of extremities; incoordination, ataxia, 
tremors; peripheral neuropathy: extrapyramidal symptoms; seizes; alteration in EEG 
patterns; tinnitus. 
Anticholinergic: dry mouth, and rarely associated sublingual adenitis; blurred vision, 
disturbance of accommodation, mydriasis, increased intraocular pressure; constipation, 
paralytic ileus; urinary retention, delayed micturition, dilatation of urinary tract. 
Allergic: skin rash, petechiae, urticaria, itching, photosensitization (avoid excessive 
exposure to suntight), edema (of face and tongue or general), drug fever, cross sensitivity 
with other tricyclic drugs. 
Hematologic: bone marrow depressions including agranulocytosis, eosinophilia, purpura, 
ja. 
Gastrointestinal: anoexia, nausea and vomiting, epigastric distress, peculiar taste, 
abdominal cramps, diarrhea, stomatitis, black tongue. 
Endocrine: gynecomastia in the male, breast enlargement and galactorrhea in the female; 
increased or decreased libido, impotence, painful ejaculation, testicular swelling; 
elevation or depression of blood sugar levels; syndrome of inappropriate antidiuretic 
hormone secretion (SIADH). 
Other: jaundice (simulating obstructive), altered liver function; weight gain or loss; 
perspiration, flushing; urinary frequency, nocturia; parotid swelling; drowsiness, dizziness, 
weakness and fatigue, headache; alopecia. 
Withdrawal Symptoms: Though not indicative of addiction, abrupt cessation of treatment 
after prolonged therapy may produce nausea, headache, and malaise. 
OVERDOSAGE 
There is mo specific antidote for desipramine, nor are there specific phenomena of 
diagnostic value characterizing poisoning by the drug. 
Within an hour of ingestion the patient may become agitated or stuporous and then 
comatose. Hypotension, shock, and renal shutdown may ensue. Grand mal seizures, both 
early and late after ingestion, have been reported. Hyperactive reflexes, hyperpyrexia, 
muscle rigidity, vomiting, and ECG evidence of impaired conduction may occur. Serious 
disturbances of cardiac rate, rhythm, and output can occur, The precepts of early evacuation 
of the ingested material and subsequent support of respiration (airway and movement), 
circulation, and renal output apply. 
The principles of management of coma and shock by means of the mechanical respirator, 
cardiac pacemaker, monitoring of central venous pressure, and regulation of fluid and acid- 
base balance are well known in most medical centers and are not further discussed here. 
Because CNS involvement, respiratory depression, and cardiac arrhythmia can occur 
suddenly, hospitalization and close observation are generally advisable, eves when the 
amount ingested is thought to be small or the initial degree of intoxication appears slight or 
moderate, Most patients with ECG abnormalities should have continuous cardiac monitoring 
for at least 72 hours and be closely observed until well after cardiac status has returned to 
normal; relapses may occur after apparent recovery. 
The slow intravenous administration of physostigmine salicylate has been reported te 
reverse most of the anticholinergic cardiovascular and CNS effects of overdose with 
tricyclic antidepressants. tn adults, | to 3 mg has been reported to be effective. in children, 
the dase should be started with 0.5 mg and repeated at 5-minute intervals to determine the 
minimum effective dose; no more than 2 mg shouid be piven. Because of the short duration 
of action of physostigmine, the effective dose should be repeated at 30-minute to 60- 
minute intervals, as necessary. Rapid injection should be avoided to reduce the possibility 
of physostigmine induced convulsions. 
Other possible therapeutic considerations include: 
{a} Dialysis: Desipramine is found in low concentration in the serum, even after 3 
massive oral dose. In vitro experiments in which blood bank blood was used indicate 
that it is very poorly dialyzed. Because of indications that the drug is secreted in 
gastric juice, constant gastric lavage has been suggested. 
{b} Pharmacologic treatment of shock: Since desipramine potentiates the action of 
such vasapressor agents as levartereno! and metaraminal, they should be used only 
with caution, 
{c} Pharmacologic control of seizures: Intravenous barbiturates are the treatment of 
choice for the contro! of grand mal seizues. One may, altematively, consider the 
parenteral use of diphenylhydantoin, which has less central depressant effect but 
also has an effect on heart rhythm that has not yet been fully defined. 
(6) Pharmacologic control of cardiac function: Severe disturbances of cardiac rate, 
rhythm, and output are probably the initiating events in shock, Intravascular volume 
must be maintained by i.v. fluids, Digitalization should be carried out early in view 
of the fact that a positive inotropic effect can be achieved without increase in 
cardiac work. Many of the cardiodynamic effects of digitalis are the exact opposite 
of those of massive doses of desipramine (animal studies). 
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Introducing 
HALDOL Decanoate 


(HALOPERIDOL) ) INJECTION 


New 100 mg/mL formulation is twice the concentration 
of the original 50 mg/mL decanoate formulation 


E For many patients, fewer injections 
per dose may reduce anxiety and 
enhance patient compliance 


W Multi-dose vial packaging means 
convenience for you and your staff 


Please see brief summary of Prescribing Information 
on next page 


During dose adjustment or episodes of exacerbation 
ith 


LDOL Decanoate 50 should be considered in the 
nan agement of side effects. 
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(HALOPERIDOL) INJECTION 50mg/mL 
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HALDOL Decanoate 100 


(HALOPERIDOL) INJECTION = 100mg/mL 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION — 50mg/mL 


For IM Injection Only 


The following is a brief summery only. Before prescribing, see complete prescribing 
information in HALDOL and HALDOL Decanoate product labeling. 


Contraindications: Since the pharmacologic and clinical actions of HALDOL Decanoate 50 and 
HALDOL Decanoate 100 are attributed to HALDOL haloperidol as the active medication, Contrain- 
dications, Warnings, and additional information are those of HALDOL, modified to reflect the 
prolonged action. 

HALDOL is contraindicated in severe toxic central nervous system depression or comatose 
states from any cause and in individuals who are hypersensitive to this drug or have Parkinson's 
disease. i 


Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irrevers- 
ible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially 
elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of 
antipsychotic treatment, which patients are likely to develop the syndrome. Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown. Both the risk of 
developing tardive dyskinesia and the likelihood that it will become irreversible are believed to 
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs 
administered to the patient increase. However, the syndrome can develop, although much less 
commonly, after relatively brief treatment periods at low doses. There is no known treatment for 
established cases of tardive dyskinesia, although the syndrome may remit, partially or completely, 
if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself, however, may suppress (or 
partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the 
underlying process. The effect that symptomatic suppression has upon the long-term course of 
the syndrome is unknown. Given these considerations, antipsychotic drugs should be prescribed 
in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should generally be reserved for patients who suffer from a chronic iliness 
that 1) is known to respond to antipsychotic drugs, and 2} for whom alternative, equally effective, 
but potentially less harmful treatments are not available or appropriate. In patients who do require 
chronic treatment, the smallest dose and the shortest duration of treatment producing a satistac- 
tory clinical response should be sought. The need for continued treatment should be reassessed 
periodically. If signs and symptoms of tardive dyskinesia appear in a patient on antipsychotics, 
drug discontinuation should be considered. However, some patients may require treatment despite 
the presence of the syndrome. (For further information about the description of tardive dyskinesia 
andits clinical detection, please refer to ADVERSE REACTIONS) 

Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom complex sometimes 
referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with 
antipsychotic drugs. Clinica! manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
mentai status (including catatonic signs) and evidence of autonomic instability {irregular pulse or 
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). Additional signs may include 
elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. The 
diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is 
important to identify cases where the clinical presentation includes both serious medical illness 
(eg., pneumonia, systemic infection, etc) and untreated or inadequately treated extrapyramidal 
signs and symptoms (EPS). Other important considerations in the differential diagnosis include 
central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system (CNS) 
pathology. The management of NMS should include 1) immediate discontinuation of antipsychotic 
drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment of any concomitant serious medical problems for which 
specific treatments are available, There is no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS. If a patient requires antipsychotic drug treatment after 
recovery fram NMS, the potential reintroduction of drug therapy should be carefully considered, 
The patient should be carefully monitored, since recurrences of NMS have been reported. 
Hyperpyrexia and heat stroke, not associated with the above symptom complex, have also been 
reported with HALDOL. 

Usage in Pregnancy: (see PRECAUTIONS—Usage in Pregnancy) Combined Use With Lithium: 
(see PRECAUTIONS—Drug Interactions) 

General: Bronchopneumonia, sometimes fatal, has followed use of antipsychotic drugs, includ- 
ing haloperidol. Prompt remedial therapy should be instituted if dehydration, hemoconcentratian or 
reduced pulmonary ventilation occur, especially in the elderly. Decreased serum cholesterol and/or 
cutaneous and ocular changes have been reported with chemically-related drugs, although not 
with haloperidol. See PRECAUTIONS—Information for Patients for information on mental and/or 
physical abilities and on concomitant use with other substances. 


Precautions: Administer cautiously to patients: (1) with severe cardiovascular disorders, due to the 
possibility of transient hypotension and/or precipitation of anginal pain {if a vasopressor is required, 
epinephrine should not be used since HALDOL may block its vasopressor activity and paradoxical 
further lowering of blood pressure may occur; metaraminol, phenylephrine or norepinephrine 
should be used); (2) receiving anticonvulsant medications, with a history of seizures, or with EEG 
abnormalities, because HALDOL may lower the convulsive threshold. If indicated, adequate 
anticonvulsant therapy should be concomitantly maintained; (3) with known allergies or ahistory of 
allergic reactions to drugs; (4) receiving anticoagulants, since an isolated instance of interference 
occurred with the effects of one anticoagulant (phenindione). Concomitant antiparkinson medica- 
tion, if required, may have to be continued after HALDOL is discontinued because of different 
excretion rates; if both are discontinued simultaneously, extrapyramidal symptoms may occur 
Intraocular pressure may increase when anticholinergic drugs, including antiparkinson drugs, are 
administered concomitantly with HALDOL. When HALDOL is used for mania in bipolar disorders, 
there may be a rapid mood swing to depression. Severe neurotoxicity may occur in patients with 
thyrotoxicosis receiving antipsychotic medication, including HALDOL. 


The 1, 5, 10 mg HALDOL tablets contain FD&C Yellow No. 5 {tartrazine} which may cause 
allergic-type reactions (including bronchial asthma) in certain susceptible individuals, especially in 
those who have aspirin hypersensitivity. 

Information for Patients: Mental and/or physical abilities required for hazardous tasks or driving 
may beimpaired. Alcohol should be avoided due to possible additive effects and hypotension. 

Drug Interactions: Patients receiving lithium plus haloperido! should be monitored closely for 
early evidence of neurological toxicity and treatment discontinued promptly if such signs appear. 
As with other antipsychotic agents, it should be noted that HALDOL may be capable of potentiating 
CNS depressants such as anesthetics, opiztes, and alcohol. 

Carcinogenesis, Mutagenesis and impairment of Fertility: No mutagenic potential of haloperi- 
dol decanoate was found in the Ames Salmonella microsomal activation assay. 

Carcinogenioity studies using orat halcperidol were conducted in Wistar rats (dosed at up to 5 
mg/kg daily for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg daily for 18 months). In 
the rat study survival was less than optimal in all dose groups, reducing the number of rats at risk 
for developing tumors. However, althougt a relatively greater number of rats survived to the end of 
the study in high dose male and female groups, these animals did not have a greater incidence of 
tumors than control animals. Therefore, aithough not optimal, this study does suggest the absence 
of a haloperidol! related increase in the incidence of neoplasia in rats at doses up to 20 times the 
usual daily human dose for chronic or resistant patients. In female mice at 5 and 20 times the 
highest initial daily dose for chronic or resistant patients, there was a statistically significant 
increase in mammary gland neoplasia and total tumor incidence; at 20 times the same daily dose 
there was a Statistically significant increase in pituitary gland neoplasia. In mate mice, no 
statistically significant differences in incidences of total tumors or specific tumor types were noted. 

Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic administration. 
Tissue culture experiments indicate that approximately one-third of human breast cancers are 
prolactin dependent in vitro, a factor of potential importance if the prescription of these drugs is 
contemplated in a patient with a previously detected breast cancer. Although disturbances such as 
galactorrhea, amenorrhea, gynecomastia, and impotence have been reported, the clinical signifi- 
cance of elevated serum prolactin levels is unknown for most patients. An increase in mammary 
neoplasms has been found in rodents after chronic administration of antipsychotic drugs. Neither 
Clinical studies nor epidemiologic studies conducted to date, however, have shown an association 
between chronic administration of these drugs and mammary tumorigenesis: the available 
evidence is considered too limited to be conclusive at this time. 

Usage in Pregnancy: Pregnancy Category C. Safe use in pregnancy or in women likely to 
papery pregnant has not been established; use only if benefit clearly justifies potential hazards to 
the fetus. 

Nursing Mothers: Infants should not be nursed during drug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness of intramuscular 
administration in children have not been conducted. 


Adverse Reactions: Adverse reactions “allowing the administration of HALDOL Decanoate 50 or 
HALDOL Decanoate 100 are those of HALDOL haloperidol. Since vast experience has accumu- 
lated with HALDOL, the adverse reactions are reported for that compound as well as for 
haloperidol decanoate. As with all injectable medications, local tissue reactions have been 
reported with haloperidol decanoate. 

CNS Effects: Extrapyramidal Reactiors—Neuromuscular (extrapyramidal) reactions have been 
reported frequently, often sarng the first few days of treatment. Generally they involved Parkin- 
son-like symptoms which when first otserved were usually mild to moderately severe and usually 
reversible. Other types of neuromuscular reactions (motor restlessness, dystonia, akathisia, 
hyperrefiexia, opisthotonos, oculogyriz crises) have been reported far less frequently, but were 
often more severe, Severe extrapyramidal reactions have been reported at relatively low doses. 
Generally, extrapyramidal symptoms are dase-related since they occur at relatively high doses and 
disappear or become less severe when the doseis reduced. Antiparkinson drugs may be required. 
Persistent extrapyramidal reactions have been reported and the drug may have to be discontinued 
in such cases. Withdrawal Emergent Neurological Signs--Abrupt discontinuation of short-term 
antipsychotic therapy is generally uneventful. However, some patients on maintenance treatment 
experience transient dyskinetic signs afier abrupt withdrawal. In certain cases these are indistin- 
guishable from “Tardive Dyskinesia" except for duration. it is unknown whether gradual withdrawal 
will reduce the occurrence of these signs, but until further evidence is available HALDOL should be 
gradually withdrawn. Tardive Dyskinesfa—As with all antipsychotic agents HALDOL has been 
associated with persistent dyskinesia3. Tardive dyskinesia, a syndrome consisting of potentially 
irreversible, involuntary, dyskinetic movements, may appear in some patients on long-term therapy 
or may occur after drug therapy has beer discontinued. The risk appears to be greater in elderly 
patients on high-dose therapy, especialy females. The symptoms are persistent and in some 
patients irreversible. The syndrome is characterized by rhythmical involuntary movements of 
tongue, face, mouth or jaw (e.g. protrusion of tongue, puffing of cheeks, puckering of mouth, 
chewing movements). Sometimes thase may be accompanied by involuntary movements of 
extremities and the trunk. There is no known effective treatment for tardive dyskinesia; antiparkin- 
son agents usually do not alleviate the symptoms of this syndrome. It is suggested that all 
antipsychotic agents be discontinued if these symptoms appear. Should it be necessary to 
reinstitute treatment, or increase the desage of the agent, or switch to a different antipsychotic 
agent, this syndrome may be masked. It has been reported that fine vermicular movement of the 
tongue may be an early sign of tardive dyskinesia and if the medication is stopped at that time the 
full syndrome may not develop. Tardive Dy stonia—Tardive dystonia, not associated with the above 
syndrome, has also been reported. Tardive dystonia is characterized by delayed onset of choreic or 
dystonic movements, is often persistent, and has the potential of becoming irreversible. Other CNS 
Effects—insomnia, restlessness, anxiety, euphoria, agitation, drowsiness, depression, lethargy, 
headache, confusion. vertigo, grand mal seizures, and exacerbation of psychotic symptoms 
including hallucinations, and catatonic-like behavioral states which may be responsive to drug 
withdrawal and/or treatment with anticholinergic drugs. 

Bady as a Whole: Neuroleptic malignant syndrome (NMS), hyperpyrexia and heat stroke have 
been reported with HALDOL. (See WARNINGS for further information concerning NMS.) Cardio- 
vascular Effects: Tachycardia, hypotersion, hypertension and ECG changes. Hematologic 
Effects: Reports of mild, usually transient leukopenia and leukocytosis, minimal decreases in red 
blood cell counts, anemia, or a tendency toward lymphomonocytosis; agranulocytosis rarely 
reported and only in association with other medication. Liver Effects: Impaired liver function and/or 
jaundice. Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of 
photosensitivity, loss of hair Endocrine Disorders: Lactation, breast engorgement, mastalgia, 
menstrual irregularities, gynecomastia, impotence, increased libido, hyperglycemia, hypoglycemia 
and hyponatremia. Gastrointestinal Effects: Anorexia, constipation, diarrhea, hypersalivation, 
dyspepsia, nausea and vomiting. Autonomic Reactions: Dry mouth, blurred vision, urinary 
retention, diaphoresis, and ed tlh Respiratory Effects: Laryngospasm, bronchospasm and 
increased depth of respiration. Special Senses: Cataracts, retinopathy and visual disturbances. 
Other: Cases of sudden and unexpected death have been reported in association with the 
administration of HALDOL. The nacure of the evidence makes it impossible to determine 
definitively what role, if any, HALDOL played in the outcome of the reported cases. The possibility 
that HALDOL caused death cannot, of course, be excluded, but it is to be kept in mind that sudden 
and unexpected death may occur in psychotic patients when they go untreated or when they are 
treated with other antipsychotic drugs. 

IMPORTANT: Full directions for use should be read before HALDOL or HALDOL. Decanoate 
products are administered or prescribed. 

For information on symptoms and treatment of overdosage, see full prescribing 
information. 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 
patients with moderately severe to very severe symptoms, 
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Kingston Psychiatric Hospital in cooperation with Queen’s University is 
seeking applications for the position of Psychiatrist-in-Chief. We seek to 
attract an experienced psychiatrist interested in an academic career involv- 
ing teaching and research in psychiatry, coupled with the challenge of 
medical administration and patient care. 





‘The hospital is located on 127 acres of waterfront property in the south- 
west end of the city and offers a full range of adult psychiatric services 
with specialized rehabilitation, forensic and geriatric units. Kingston 
Psychiatric Hospital is active in teaching Psychiatric Residents as well as 
Interns, Medical Students and Residents in other training programs and 
conducts psychiatric research. 


‘The successful applicant, in partnership with senior hospital and univer- 
sity staff, will be responsible for the provision of first class patient services 
integrated with mental health services in the community, the education of 
future health professionals, and the conduct of research. He/she will be in 
charge of all medical affairs and participate in the overall management of 
the hospital. 


Qualifications for the position include eligibility for licensure to practice 
medicine in Ontario with certification from R.C.P,S. (Canada) as a 
specialist in psychiatry. He/she must also be qualified for academic ap- 
pointment to Queen’s University’s Department of Psychiatry. The incum- 
bent must be an experienced psychiatrist with at least 5 years of clinical 
practice experience within a hospital setting and proven skills in ad- 
ministration. 


Contract, G.F.T. or Civil Service appointment is possible. Please forward 
Curriculum Vitae and names of three references by May 31, 1990 to: 


Mr. W.A. Barnett, Administrator 
Kingston Psychiatric Hospital 
P.O. Box 603 
Kingston, Ontario K7L 4X3 





Qualification requirements: 
© Must hold a degree, a Doc- 
tor of Medicine or an equiva- 
lent degree from an approved 
® school. 

e Must be currently licensed 

to practice medicine in a 

State, Territory or Common- 

e wealth of the United States, 
or in the District of Colum- 

* bia. 

e Must have completed an 
approved I-year internship, 
or the equivalent. 

e Must be a citizen of the 
United States. (Non-citizens 
may be appointed on a 

® temporary basis in rare 
instances.) 








Saint Michael’s Medical Center in Newark, New 
Jersey, is inviting applications for the position of 
Director of Psychiatry. 


Saint Michael's Medical Center is a 411-bed acute 
care, regional referral and teaching hospital with 
centers of excellence in cardiology, cardiac 
surgery, blood research and infectious diseases. 


The Director holds responsibility for all aspects 
of administration, teaching and research within 
the department. The position carries an academic 
appointment at the Seton Hall University School 


of Graduate Medical Education. 


We seek a highly motivated candidate who is a 
board certified psychiatrist with demonstrated 
ability in leadership, teaching and program 


development. 


Qualified applicants should forward a curriculum 


vitae to: 


Ms. Maureen Fisher, Medical Staff Office 





qF 
CATHEDRAL 
HEALTHCARE 


SYSTEM an equal opportunity employer m/f 


Saint Michaels Medical Center 


268 Dr. Martin Luther King, Jr Blvd. 
Newark, New Jersey 07102 





Your salary will be based 
on the number of years in 
practice, training received, 
and professional achieve- 
ments. Special pay based 
upon such factors as board 
certification, geographic 
location and scarce medical 
specialty may apply. 
Benefits include health and 
life insurance, attractive re- 
tirement plan, 30 days paid 
vacation, 15 days sick leave, 
10 paid holidays and many 
educational opportunities. In 
addition, Federal malprac- 
tice protection is provided 
at no cost to you. 


IFE Is CHANG 





To explore a health care ca- 
reer with us, contact the VA 
Medical Center near you 
or call toll-free, 1-800-368- 
6008 (in Virginia, 1-800- 
552-3045). 

You may also write for an 
application package. Ad- 
dress your inquiry to: 


Department of 

Veterans Aftairs 
Physician Placement 
Service 

P.0. Box 24269 

Richmond, Virginia 23224 





Department of 
Veterans Affairs 


An Equal Opportunity Employer 
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A defense 
against cancer 
can be cooked up 
in your kitchen. 


There is evidence 
that diet and cancer 
are related, Some 
foods may promote 
cancer, while others may 
protect you from it. (oe 

Foods related to low- “4 
ering the risk of cancer |. 142 
of the larynx and esoph- ` 
agus all have high 
amounts Of carotene, a 
form of Vitamin A 
which is in canta- 
loupes, peaches, broc- 
coli, spinach, all dark 
green leafy vegeta- 
bles, sweet potatoes, 
carrots, pumpkin, 
winter squash, and 
tomatoes, citrus fruits and 
brussels sprouts. 

Foods that may help reduce the 
risk of gastrointestinal and respira- 
tory tract cancer are cabbage, 
broccoli, brussels sprouts, kohl- 
rabi, cauliflower. 

Fruits, vegetables and whole- 
grain cereals such as oat- 
meal, bran and wheat 

may help lower the 

risk of colorectal 
cancer, 

Foods high in fats, 
salt- or nitrite-cured 

foods such asham, 
| and fish and types of 
sausages smoked by traditional 
methods should be eaten in 
moderation. 

Be moderate in consumption 
of alcohol also. 

A good rule of thumb is cut 
down on fat and don’t be fat. 
Weight reduction 
may lower cancer 
risk. Our 12-year 
study of nearly a 
million Americans 4 
uncovered high 
cancer risks partic- 
ularly among people 
40% or more overweight. 

Now, more than ever, we 
know you can cook up your 
own defense against cancer. So 
eat healthy and be healthy. 

No one faces 
cancer alone. 


AMERICAN CANCER SOCIETY 





























PSYCHIATRISTS 


Excellent opportunity for psychiatrists at The 
Allentown Hospital — Lehigh Valley Hospital 
Center, an 830-bed tertiary care teaching 
hospital, with 55 inpatient psychiatric beds (11 
adolescent and 44 adult). The hospital is 
seeking an Inpatient Medical Director, con- 
sultation-liaison psychiatrist and a mental 
health clinic psychiatrist. Positions combine 
part-time salary with a private practice com- 
ponent. Board certification or board eligibility 
required. Competitive salary and private prac- 
tice support. The hospital trains 70 residents 
in six free-standing residency programs, and 
is a clinical campus of Hahnemann University 
in Philadelphia. 


Serving a population of close to one million 
people, the hospital is located in Allentown, 
PA, a cosmopolitan city which is one and 
one-half hours west of New York City and 
one hour north of Philadelphia. Allentown’s 
public school system is highly rated by col- 
leges and there are nine colleges and univer- 
sities in the area. Interested candidates please 
send CV, in confidence, to: David A. Tomb, 
M.D., Chairman, Department of Psychiatry, 
c/o HealthSearch, 50 College Drive, Allen- 
town, PA 18104, (215) 778-7993. 
































PSYCHIATRIST _ 


CONTRACT AVAILABLE $134,000 PER ANNUM FOR 
CANADIAN CERTIFIED PSYCHIATRIST 


There is a vacancy for a staff psychiatrist in the Mental Health 
| Division of Valley Health Services Association (V.H.S.A.). 












|, The Division offers comprehensive services to a population of ap- 

4 proximately 85,000 in Annapolis and Kings Counties, Nova Scotia, Out- § 
4 patient clinics are held in four locations from historic Annapolis Royalin § 
$ the west to the university town of Wolfville in the east. The service is : 
4 based in the regional general hospital at Kentville, in which the partial j 
í hospitalization program is located. A thirty-bed inpatient unit in the new 
$ regional general hospital at Kentville is expected to open in approximate- i 
ly two years. Currently, two inpatient units, totalling forty-two beds, are | 
located at Waterville. The Regional Hospital is a little over one hour’s 
drive from Halifax, the Provincial capital, 


‘The Royal College of Physicians and Surgeons of Canada recognizes 
V.HLS.A. as a teaching unit for the Psychiatry Residency Program of Dal- | 
housie University. Appropriately qualified staff are eligible for faculty ap- 
pointments in the Department of Psychiatry; Resident training in Com- ; 
munity Psychiatry has now begun, as has the assignment of Final Year 
$ Medical Students for eight-week psychiatry rotations. 


| Qualifications required are eligibility for licensure to practice in Nova } 
í Scotia and Certification in Psychiatry by the Royal College of Physicians i 
|, and Surgeons of Canada, or equivalent, Candidates not yet certified, but # 
@ cligible to take C.R.C.P.C. examinations, may be considered. Preference 
4 is given to Canadian citizens or landed immigrants, 


| Requests for application forms should be submitted, along with a 
y detailed curriculum vitae and names of three references to: 
Dr, Aindrias O' Breasail 
Interim Medical Director, Medical Health Division 
Valley Health Services Association 
186 Park Street 
Kentville, Nova Scotia 
B4N 1M7 










































The Southern California Permanente Medical Group 
is a well-established, prepaid health care program. 
Our multispecialty group practice is a partnership 
composed of and managed by SCPMG physicians. 

We are currently accepting applications from board 
eligible/certified inpatient or outpatient Psychiatrists 
for the following positions: 

General Adult, Child/Adolescent, 
Consultation and Liaison, 
and Alcohol and Drug Dependency. 

We would like to invite you to visit with us at the 
American Psychiatric Association Annual Meeting 
in New York, from May 12-17, 1990. See us at 
Booth #126. Or, to pre-arrange a personal interview 
with our psychiatrists during this week, please call us at 
(800) 328-5278 (CA) or (800) 541-7946 (US). 

If you are unable to attend and would like a physician 
application, send your CV to Irwin P. Goldstein, M.D., 
Associate Medical Director, SCPMG, Dept. 008. 
Walnut Center, Pasadena, CA 91188-8013. 


Equal Opportunity Employer MH! V 
KA 


KAISER PERMANENTE 
Good People Good Medicine 





NAVAL HOSPITAL 
PORTSMOUTH, VA 


PSYCHIATRIST 
PORTSMOUTH, VA 


Naval Hospital, Portsmouth, VA is seeking a 


dynamic, self-motivated BE/BC, Child 
Psychiatrist to provide professional support to a 
new multidisciplinary program. Primary focus 
is on psychiatric evaluation and treatment of 
military beneficiaries as well as consultation 
with the Exceptional Family Member Program 
team. 


This hospital is a teaching facility which in- 
cludes psychiatric and pediatric residencies. 


For additional information, contact Jan Seaver, 
Civilian Personnel Office at (804) 398-5776. 


Equal Opportunity Employer 











































The University of Queensland 
Equa! Opportunity in Employment is University Policy 
Professor/Associate Professor of Child Psychiatry 
Director of Chiid Psychiatry 











Applications are called for appointment to the newly estab- 
lished combined position of Foundation Professor or Associate 
Professor of Child Psychiatry (The University of Queensland), and 
Director of Child Psychiatry (Royal Children’s Hospital, Bris- 
bane). 

Applications should have qualifications registrable in the Medi- 
cal Specialty of Psychiatry with the Medical Board of Queensland. 
They should hold the Certificate in Child Psychiatry (RANZCP), 
or have had the experience equivalent to that required for that Cer- 
tificate. Applicants should also possess a distinguished research 
record and extensive clinical experience at consultant level. They 
should have a demonstrated ability in teaching at both under- 
graduate and postgraduate levels. 

The appointee will be expected to have significant clinical and 
teaching practice within the Royal Children’s Hospital, Brisbane. 
The appointment will be either the University Department of Child 
Health or Department of Psychiatry, as determined in discussion 
with the appointee, and will involve formal academic attachment 
to both Departments. 


Salary: $93,490 (Professor) or $83,471 (Associate Professor), 
in each case including clinical loading of $11,707 and state loading 
of $15,946. Further information is available from Professor John 
Pearn, Head, Department of Child Health (07) 253 5323 or Profes- 
sor Beverley Raphael, Head, Department of Psychiatry (07) 253 
5152, Please forward an original plus three copies of application 
and resume to the Director, Personnel Services, The University of 
Queensland, Queensland 4072 Australia. 

Ref No: 13490. 
l 


CHILD AND ADOLESCENT 
PSYCHIATRIST 


Annapolis Valley, Nova Scotia, Canada 


CONTRACT AVAILABLE AT $134,000 PER ANNUM FOR 
PERSON WITH CANADIAN CERTIFICATION 


There is a new position for a child and adolescent psychiatrist for the 
Mental Health Division of Valley Health Services Association 
(V.HLS.A.) available immediately. 


The Division offers a comprehensive service to a population of approximate- § 
ty 85,000 in Annapolis and Kings Counties, Nova Scotia. The successful ap- 
plicant would work in a multidisciplinary setting and be involved in consultation 
and treatment in the outpatient clinics and referral agencies, There is the oppor- 
tunity to work with another child and adolescent psychiatrist, along with skilled 
social workers, psychologists and community mental health nurses. The area has 
established excellent working relationships with other child-caring agencies, and 
there will be opportunity to work with those agencies in developing an emergen- § 
cy assessment center for adolescents, The Mental Health Division is a part of the 
Regional Hospital which is a one-hour drive from Halifax, and the Regional 
Hospital offers most specialty services. 

The Royal College of Physicians and Surgeons of Canada recognizes 
V.H.S.A. as a teaching unit for the Psychiatry Residency Program of Dalhousie 
University. Appropriately qualified staff are eligible for faculty appointments in 
the Department; Resident training in Community Psychiatry has now begun, as 
has the assignment of final year Medical Students for eight-week psychiatry rota- 
tions. 

Qualifications required are eligibility for license to practice in Nova Scotia 
and Certification in Psychiatry by the Royal College of Physicians and Surgeons § 
of Canada, or equivalent. Candidates not yet certified, but eligible to take 
CR.CP.C, examinations may be considered. Preference is given to Canadian 
citizens or landed immigrants. i 

Requests for application form should be submitted, along with a detailed cur- @ 
riculum vitae and names of three references, to: ; 


Dr, Aindrias O' Breasail 
Interim Medical Director, Mental Health Division 
Valley Health Services Association 
186 Park Street 
Kentville, Nova Scotia BAN 1M7 
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TENURE TRACK 
POSITIONS 


Several positions, at both senior 
and junior faculty levels, are avail- 
able in the expanding Department 
of Psychiatry at MetroHealth 
Medical Center, a major teaching 
hospital of Case Western Reserve 
University School of Medicine, 


Board certification preferred. Com- 
mitment to academic psychiatry a 
prerequisite. 


Contact : 
R, Taylor Segraves, M.D., Ph.D. 
Associate Director 
Department of Psychiatry 
MetroHealth Medical Center 
3395 Scranton Road 
Cleveland, Ohio 44109. 





CHAIRPERSON 
CHILD AND 
ADOLESCENT PSYCHIATRY 


Applications and nominations are invited for the position of 
Chairperson, Department of Psychiatry at the Children’s 
National Medical Center (CNMC) and the Chief, Division of 
Child and Adolescent Psychiatry at the Department of Psy- 
chiatry at George Washington University Medical Center in 
Washington, D.C. CNMC is a private, 270-bed pediatric 
teaching hospital, with 180 full-time faculty and 2600 
employees. It serves as the Department of Pediatrics for the 
George Washington University Medical Center. 


We seek a candidate who is academically oriented with a 
distinguished record in clinical activities, teaching and 
research. Candidates must be board certified in child and 
adolescent psychiatry. Strong leadership qualities and dem- 
onstrated administrative skills are required. Salary will be 
commensurate with experience and qualifications. 


Applications should be received by July 1, 1990. Applicants 
should forward their Curriculum Vitae and bibliography to: 


Lawrence D’Angelo, M.D., M.P.H. 
Professor and Chairman 
Department of Adolescent and 
Young Adult Medicine 


Children’s National Medical Center 
111 Michigan Avenue, N.W. 
Washington, D.C. 20037 
(202) 745-2178 


CNMC is an equal opportunity affirmative action employer. 





drugstore 
offered me 
a cheaper 
medicine... 


I didn't know 
what to say.” 


Avoid confusion... 
always specify 


Stelazine 


trifluoperazine HCI 


Available in Tablets: 1, 2, 5 and 10 mg 
Multiple-dose Vials: 10 mL (2 mg/mL] 
Concentrate: 10 mg/mL 


Before prescribing, please see brief summary of 
prescribing information on adjacent page. 


SKSSF LAB CO. 
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Stelazine’.... 
-— trifluoperazine HCI 


Before prescribing, see complete prescribing Information In SK&F Lab Co. 
lterature or PDR. The following Is a brief summary. 


Contraindications: Comatose or greatly depressed states due to C.N.S. depressants, blood 
dyscrasias; bone marrow depression; liver damage. 


Warnings: Tardive dyskinesia (TD) may develop in patients treated with neuroleptic (antipsy- 
chotic) drugs. The risk of TD and likelihood of irreversibility are thought to Increase as duration 
of treatment and total cumulative neuroleptic dose increase, Much less commonly, the syn- 
drome can develop after relatively brief treatment at low doses. There is no known treatment 
for TD, although It may remit if neuroleptics are withdrawn. Neuroleptic treatment may 
suppress signs and symptoms of the syndrome and thereby mask the underlying disease 
process, To minimize risk of TD, generally reserve chronic neuroleptic treatment for patients 
who suffer from chronic illness that responds to neuroleptics and for whom alternative, 
effective, less harmful treatments are not available or appropriate. In patients requiring chronic 
treatment, the minimal effective dose and shortest duration of treatment should be sought. 
Periodically reassess need for continued treatment. If signs and symptoms of TD appear, 
discontinuation of neuroleptics should be considered. (See PRECAUTIONS.) 


Neuroleptic Malignant Syndrome {NMS}, a potentially fatal symptom complex, has been 
reported in association with antipsychotic drugs. Clinical manifestations include: Hyper- 
pyrexia, muscle rigidity, altered mental status and evidence of autonomic instability. 


The management of NMS should include 1) immediate discontinuation of antipsychotic drugs 
and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment, if available, of any concomitant serious medical 
problems. f 


‘Stelazine’ Concentrate contains sodium bisulfite, which may cause allergic-type reactions 
Including anaphylactic symptoms or asthmatic episodes in certain susceptible people. The 
prevalence of sulfite sensitivity in the general population is unknown and probably low and is 
seen more frequently in asthmatic than in non-asthmatic people. 


Generally avoid-using in patients hypersensitive (e.g., have had blood dyscrasias, jaundice} 

to any phenothiazine. Caution patients about activities requiring alertness (e.g., operating 
vehicles or machinery], especially during the first few days’ therapy. Additive depressant effect 
is possible with other C.N.S. depressants, including alcohol. Do not use in pregnancy except 
when essential and potentia! benefits clearly outweigh possible hazards, Prolonged jaundice, 
extrapyramidal signs, hyperreflexia and hyporeflexia have been reported in newborns whose 
mothers received phenothiazines. There is evidence that phenothiazines are excreted in the 
breast milk of nursing mothers. 


Precautions: Since some patients chronically exposed to neuroleptics will develop tardive 
dyskinesia, it is advised that, if possible, full information about this risk be given to patients or 
their guardians when chronic use is contemplated. 


Use cautiously in angina. Avoid high doses and parenteral use when cardiovascular system fs 
impaired since hypotension has occurred, Antiemetic effect may mask the signs of overdosage 
of other drugs or obscure diagnosis and treatment of certain physica! disorders. Prolonged use 
of high doses may result in cumulative effects with severe C.N:S. or vasomotor symptoms. If 
retinal changes occur, discontinue drug. Agranulocytosis, thrombocytopenia, pancytopenia, 
anemia, cholestatic jaundice, liver damage have been reported. Use cautiously in patients with 
glaucoma. 


Patients with a history of long-term therapy with ‘Stelazine’ and/or other neuroleptics should 
be evaluated periodically for possible dosage adjustment or discontinuance of drug therapy. 
Neuroleptic drugs cause elevated prolactin levels that persist during chronic use. Since approxi- 
mately one-third of human breast cancers are prolactin-dependent in vitro, this elevation is of 
potential importance if neuroleptic drug use is contemplated in a patient with a previously 
detected breast cancer. However, clinical and epidemiologic studies to date have not shown 
an association between the chronic use of neuroleptic drugs,and mammary tumorigenesis. 
Chromosomal aberrations in spermatocytes and abnormal sperm have been demonstrated in 
rodents treated with certain neuroleptics. Use cautiously in persons who will be exposed to 
extreme heat. 


Phenothiazines may diminish the effect of oral anticoagulants. Phenothiazines can produce 
alpha-adrenergic blockade. Concomitant use of phenothiazines with propranolol increases 
plasma levels of both drugs. Concurrent use of phenothiazines may counteract antihyperten- 
sive effects of guanethidine and related compounds. Thiazide diuretics may accentuate the 
orthostatic hypotension that may occur with phenothiazines. Phenothlazines may lower the 
convulsive threshold and may also precipitate phenytoin toxicity; dosage adjustments of 
anticonvulsants may be necessary. if neuromuscular reactions occur in pregnant women, or in 
children, permanently stop neuroleptic therapy. Patients should not receive ‘Stelazine’ 48 
hours before or 24 hours after myelography with the contrast medium metrizamide. The 
presence of phenothiazines may produce false positive phenylketonuria [PKU] test results, 


Adverse Reactions: Drowsiness, dizziness, skin reactions, rash, dry mouth, insomnia, 
amenorrhea, fatigue, muscular weakness, anorexia, lactation, blurred vision. Neuromuscular 
{extrapyramidal} reactions: motor restlessness, dystonias, pseudo-parkinsonism, tardive 
dyskinesia, and a variant, tardive dystonia. 


Other adverse reactions reported with Stelazine (erifluoperazine HCI, SK&F] or 
other phenothiazines: Some adverse effects are more frequent or intense in specific 
disorders {e.g., mitral insufficiency or pheochromocytoma]. 


Grand mal and petit mal convulsions, particularly in the presence, or with history, of EEG 
abnormalities; altered cerebrospinal fluid proteins; cerebral edema; prolongation and intensifi- 
cation of the action of C.N.S, depressants, atropine, heat, and organophosphorus insecticides; 
nasal congestion, headache, nausea, constipation, obstipation, adynamic ileus, ejaculatory 
disorderslimpotence, priapism, atonic colon, urinary retention, miosis and mydriasis; reactiva- 
tion of psychotic processes, catatonic-like states, hypotension [sometimes fatal); cardiac arrest; 
leukopenia, eosinophilia, pancytopenia, agranulocytosis, thrombocytopenic purpura, hemo- 
lytic anemia, aplastic anemia, jaundice, biliary stasis, hyperglycemia, hypoglycemia, glycos- 
uria, menstrual irregularities, galactorrhea, gynecomastia, false positive pregnancy tests, 
photosensitivity, itching, erythema, urticaria, eczema up to exfoliative dermatitis, asthma, 
laryngeal edema, angioneurotic edema, anaphylactoid reactions, peripheral edema; reversed 
epinephrine effect; hyperpyrexia; mild fever after large i.M. doses; increased appetite; in- 
creased weight; a systemic lupus erythematosus-like syndrome; pigmentary retinopathy; with 
prolonged administration of substantial doses, skin-pigmentation, epithelial keratopathy, and 
lenticular and corneal deposits; neuroleptic malignant syndrome, which may be fatal; EKG 
changes—particularly nonspecific, usually reversible Q and T wave distortions—have been 
observed. Temporary nausea, vomiting, dizziness, and tremulousness may follow abrupt 
cessation of high-dose therapy. NOTE: Sudden death in patients taking phenothiazines 
(apparently due to cardiac arrest or asphyxia due to failure of cough reflex) has been reported. 


SKSSF LAB CO.. 


Manufactured and distributed by 
SK&F Lab Co., Cidra, P.R. 00639 
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ON: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION 


Yesyrel Dividose 


azodone HCI!) 


L® (trazodone hydrochloride) is an antidepressant chemically unrelated to tricyclic. 
fc, or other known antidepressant agents, It is a triazolopyridine derivative designated 
{4-(3-chlorophenyl)-1-piperazinylaropy!}-1.2.4-triazoio[4,3-a}pyridin-3(2H)-one hydro- 
. DESYREL is a white odorless crystalline powder which is freely soluble in water, Its 
ar weight is 408.3. The empirical formula is CygHpgCINgQeHCi and the structural 
ig represented as follows. 


Ny 

TE NCH; CH, CH, ean N HCI 

N N 
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1. is supplied for oral administration in 50 mg, 100 mg. 150 mg, and 300 mg tablets. 
3. Tablets, 50 mg, contain the following inactive ingredients: dibasic calcium phos- 
astor oil, microcrystalline cellulose, athyicellulose, FD&C Yellow No. 6 (aluminum fake}. 
-shagnesium stearate, povidone, sodium starch glycolate, and starch (corn). 

É. Tablets, 100 mg, contain the following inactive ingredients: dibasic calcium phos- 
estos off, microcrystalline cellulose, ethylcellulose, lactose, magnesium stearate, povi- 
odium starch glycolate, and starch (com). 

L Tablets, 150 mg, contain the following inactive ingredients: microcrystalline cellu- 
o Yellow No. 6 (aluminum lake}, magnesium stearate, pregelatinized starch, and 
acid. 

+ Tablets, 300 mg, contain the following inactive ingredients: microcrystalline celu- 
flow terric oxide, magnesium stearate, sodium starch glycolate, pregelatinized starch, 
srie acid. 

iL PHARMACOLOGY 

shanism of DESYREL's antidepressant action in man is not fully understood. in animais, 
‘L selectively inhibits serotonin uptake by brain synaptosomes and potentiates the 
ral changes induced by the serotonin precursor. 5-hydroxytryptophan. Cardiac conduc- 
sets of DESYREL in the anesthetized dog are qualitatively dissimilar and quantitatively 
pounced than those seen with tricyclic antidapressants. DESYREL is not a monoamine 
inhibitor and, unlike amphetamine-type drugs, does not stimulate the central nervous 


ci 






DESYREL is well absorbed atter oral administration without selective localization in any 
When DESYREL is taken shortly after ingestion of toog. there may be an increase in the 
of drug absorbed, a decrease in maximum concentration and a lengthening in the time 
mum concentration. Peak plasma levels occur approximately one hour after dosing 
ESYREL is taken on an empty stomach or two hours atter dosing when taken with food 
don of DESYREL is biphasic, consisting of an initial phase (half-life 3-6 hours) followed 
wet phase (haif-lite 5-9 hours), and is unaffected by the presence or absence of food 
he clearance of DESYREL from the body is sufficiently variable. in some patients 
i may accumulate in the plasma 


a patients who responded to DESYREL, one-third of the inpatients and one-half of the 
wats had a significant therapeutic response by the end of the first week of treatment. 
surths of a responders demonstrated a significant therapeutic effect by the end of the 
week. One-fourth of responders required 2-4 weeks for a significant therapeutic re- 


TIONS AND USAGE 

4. ig indicated for the treatment of depression. The efficacy of DESYREL has been 

“rated in both inpatient and outpatient settings and for depressed patients with and 
prominent anxiety. The depressive iliness of patients studied corresponds to the Major 
ive Episode criteria of the American Psychiatric Association's Diagnostic and Statistical 
fil 


iepressive Episode implies a prominent and relatively persistent (nearly every day for at 
:3 weeks) depressed or dysphoric mood that usually interferes with daily functioning. 
tudes atleast four of the following eight symptoms: change in appetite, change in sleep, 
motor agitation or retardation, loss of interest in usual activities or decrease in sexual 
“creased fatigabllity, feelings of guilt or worthlessness, slowed thinking or impaired 
ization, and suicidal ideation or attempts. 


RINDICATIONS 
ct is contraindicated in patients hypersensitive to DESYREL 


4 

46S 

DONE HAS BEEN ASSOCIATED WITH THE OCCURRENCE OF PRIAPISM. IN APPROXI- 
£ V3 OF THE GASES REPORTED, SURGICAL INTERVENTION WAS REQUIRED AND. IN A 
‘MOF THESE CASES, PERMANENT IMPAIRMENT OF ERECTILE FUNCTION OR IMPO- 
RESULTED. MALE PATIENTS WITH PROLONGED OR INAPPROPRIATE ERECTIONS 
Ü IMMEDIATELY DISCONTINUE THE ORUG AND CONSULT THEIR PHYSICIAN. 


ection should persist, promptly contact Bristol-Myers USPG Medical Services Depart- 
312/429-5591 of 812/429-5000). 
‘umescence of priapism and drug-induced penile erections by the intracavarnasal injec- 
alpha-adrenergic stimulants such as epinephrine and metaraminol has been re- 
0 for one case of priapism (of some 12-24 hours’ duration) in a DESYREL-treated 
in whom the intracavernosal injection of epinephrine was accomplished, prompt detu- 
ice occurred with return of normal erectile activity. 
acedure should be performed under the supervision of a urologist or a physician familiar 
a procedure and should not be initiated without urologic consultation if the priapism has 
ad tor more than 24 hours. 
EL {trazodone hydrochloride) is not recommended for use during the initial recovery 
of myocardial infarction 
i should be used when administering DESYREL to patients with cardiac disease, and 
atients should be closely monitored, since antidepressant drugs (including DESYREL) 
gin associated with the occurrence of cardiac arrhythmias. Recent clinical studies in 
with pre-existing cardiac disease indicate that DESYREL may be arrhythmogenic in 
tients in that population. Arrhythmias identified include isolated PVCs, ventricular 
and in two patients short episodes (3-4 beats) of ventricular tachycardia. 


«sadbility of suicide in seriously depressed patients is inherent in the iliness and may 
until significant remission occurs. Therefore, prescriptions should be written for the 
number of tablets consistent with good patient management. 

aston, including orthostatic hypotension and syncope, has been reported to occur in 
receiving DESYREL. Concomitant administration of antihypertensive therapy with 
1 May require a reduction in the dose of the antihypertensive drug. 
known about the interaction between DESYREL and general anesthetics, therefore, 
wective surgery, DESYREL should be discontinued for as long as clinically feasible 
ail antidepressants, the use of DESYREL should be based on the consideration of the 

ian that the expected benefits of therapy outweigh potential risk factors. 

‘gion for Patiants: 

“priapism has been reported to occur in patients receiving DESYREL, patients with 

or inappropriate penile erection should immediately discontinue the drug and consult 

je physician (see WARNINGS). 

seessants may impair the mental and/or physical ability required for the performance ot 

ly hazardous tasks, such as operating an automobile or machinery; the patient should 











may enhance the response to alcohol, barbiturates, and other CNS depressants. 


ÈL should be given shortly after a meal or light snack. Within any individual patient, total 
asorption may be up to 20% higher when the drug is taken with food rather than on an 


Laboratory Tests: 

Occasional tow white blood celt and neutrophil counts have been noted ir: patients receiving 
DESYREL* {trazodone hydrochloride). These were not considered clinically significant and did 
not necessitate discontinuation of the drug, however, the drug should be discontinued in any 
patient whose white biood cell count or absolute neutrophil count falls below normal levels. 
White blood cell and differential counts are recommended for patients who develop fever and 
sore throat (or other signs of infection) during therapy. 


Drug interactions: 

Increased serum digoxin or phenytoin levels have been reported to occur in patients receiving 
DESYREL concurrently with either of those two drugs. 

it is not known whether interactions will occur between monoamine oxidase (MAO) inhibitors 
and DESYREL. Due to the absence of clinical experience, if MAO inhibitors are discontinued 
shortly before or are to be given concomitantly with DESYREL., therapy should be initiated 
cautiously with gradual increase in dosage until optimum response is achieved. 
Therapeutic Interactions: 

Concurrent administration with electroshock therapy should be avoided because of the absence 
ot experience in this area. 

There have been reports of increased and decreased prothrombin time occurring in Couma- 
dinized patients wha take DESYREL 

Carcinogenesis, Mutagenesis, impairment af Fertility: 

No drug- or dose-related occurrence of carcinogenesis was evident in rats receiving DESYREL 
in dally oral doses up to 300 mg/kg tor 18 months. 

Pregnancy € 

DESYREL has been shown to cause increased fetal resorption and other adverse effects on the 
fetus in two studies using the rat when given at dose levels approximately 30-50 times the 
proposed maximum human dose. There was also an increase in congenital anomalies in one of 
three rabbit studies at approximately 15-50 times the maximum human dose. There are no 
adequate and well-controlled studies in pregnant women. DESYREL should be used during 
pregnancy only if the potential benefit justifies the potential risk to the fetus. 

Nursing Mothers: 

DESYREL and/or its metabolites have been found in the milk of lactating rats, suggesting that 
the drug may be secreted in human milk. Caution should be exercised when DESYREL is 
administered to a nursing woman. 

Pediatric Use: 

Safety and effectiveness in children below the age of 18 have not baen established. 


AOVERSE REACTIONS 

Because the frequency of adverse drug effects is affected by diverse factors (e.9., drug dose, 
method of detection, physician judgment, disease under treatment, etc.) a single meaningful 
estimate of adverse event incidence is difficult to obtain. This problem is illustrated by the 
variation in adverse event incidence observed and reported from the inpatients and outpatients 
treated with DESYREL. It is impossible to determine precisely what accounts for the differ- 
ences observed. 


Clinical Tiai Reports: 
The table below is presented solely to indicate the relative frequency of adverse events reported 
in representative controlled clinical studies conducted to evaluate the safety and efficacy of 
DESYREL 
The figures cited cannot be used to predict precisely the incidence of untoward events in the 
course of usual medical practice where patient characteristics and other factors often differ 
from those which prevailed in the clinical trials. These incidence figures. also, cannot be 
compared with those obtained from other clinical studies involving related drug products ang 
placebo as each group of drug trials is conducted under a different set of conditions. 
Treatment-Emergent 
Symptom incidence 


Inpts. Outpts. 


Number of Patients 142 95 157 158 
% of Patients 
Reporting 
Allergic 
Skin Condition/Edema 28 
Autonomic 
Blurred Vision 63 
Constipation 7.9 
Dry Mouth 14.8 
Cardiovascular 
Hypertension at 
Hypotension 7.0 
Shortness of Breath J 
Syncope 28 
Tachycardia/Paipitations 00 
CNS 
Anger/Hostility 3 
Confusion 4 
Decreased Concentration 2 
Disorientation 2 
Dizziness/Lightheadedness. 19. 
Drowsiness 23 
4 
1 
9. 
9 
1 
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Excitement 
Fatigue chp 
Headache 

Insomnia 

impaired Memory 

Nervousness 1 


Gastrointestinal 
Abdominal/Gastric Disorder 35 
Bad Taste in Mouth 14 
Diarrhea 0.0 
Nausea/Vomiting 99 
Musculoskeletal 
Musculoskeletal Aches/Pains $6 3.2 5.1 25 


Neurological 
incoordination 49 0.0 
Paresthesia 1.4 0.0 
Tremors 28 WwW 


Sexual Function 
Decreased Libido 2 ki 13 : 


Other 
Decreased Appetite 3 
Eyes Red/Tired/itching 2 
Head Fuil-Heavy 2 
Malaise 2 
2 
1 
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Nasai/Sinus Congestion 
Nightmares/Vivid Dreams 
Sweating/Clamminess 
Tinnitus 

Weight Gain 

Weight Loss 


* Incidence jess than 1%. 
D = DESYREL P = Placebo 
Occasional sinus bradycardia has occurred in long-term studies. 
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above, the following adverse events have been reported to occur in association with the use 
DESYREL? (trazodone hydrochloride) in the controlled clinical studias; akathisia, allergic re 
tion, anemia, chest pain, delayed urine flow, early menses, flatulence, hallucinations/detusio 
hematuria, hypersalivation, hypomania, impaired speech. impotence, increased appetite, 
creased libido, increased urinary frequency, missed periods, muscle twitches, numbness, i 
retrograde ejaculation. 
Postintroduction Reports: 
Although the following adverse reactions have been reported in DESYREL users, the cat 
association has neither been confirmed nor refuted. 
Voluntary reports received since market introduction include the following: agitation, alope: 
apnea, ataxia, breast enlargement or engorgement. diplopia, edema, extrapyramidal syr 
toms, grand mal seizures, hallucinations, hemolytic anemia, byperbilirubinemia, leukonyc! 
jaundice, lactation, liver enzyme alterations, methe: binemia, nausea/vomiting (most 
quently), paresthesia, priapism (See WARNINGS and PRECAUTIONS, Information for Patiet 
some patients have required surgical intervention), pruritis, psychosis, rash, stupor, inapi 
priate ADH syndrome, tardive dyskinesia, unexplained death, urinary incontinence, urin 
weakness. 


retention, urticaria, vasodilation, vertigo and 

Cardiovascular system effects which have been reported include the following: conduc: 
block, orthostatic hypotension and syncope, palpitations, bradycardia, atrial fibrillation, 1r 
cardial infarction, cardiac arrest, arrhythmia, and ventricular ectopic activity, including vent 
ular tachycardia (see WARNINGS), 


OVERDOSE 

Animal Oral LOsg 

The oral LDgo of the drug is 610 mg/kg in mice, 486 mg/kg in rats, and 560 mg/kg in rabt 
Signs and Symptoms: 

Death trom overdose has occurred in patients ingesting DESYREL (trazodone hydrochior 
and other drugs concurrently (namely, alcohol, alcoho! + chloral hydrate + diazepam. a 
barbital, chlordiazepoxide, or meprobamate). 

The most severe reactions reported to have occurred with overdose of DESYREL alone F 
been priapism, respiratory arrest. seizures, and EKG changes. The reactions reported r 
trequently have been drowsiness and vomiting. Overdosage may cause an increase in incide 
or Severity of any of the reported adverse reactions (see ADVERSE REACTIONS) 
Treatment: 

There is no specific antidate for DESYREL, Treatment should be symptomatic and supportiv 
the case of hypotension or excessive sedation. Any patient suspected of having taken 
overdose should have the stomach emptied by gastric lavage. Forced diuresis may be usefi 
facilitating elimination of the drug. 


DOSAGE AND ADMINISTRATION 

The dosage should be initiated at a tow level and increased gradually, noting the cir 
response and any evidence of intolerance. Occurrence of drowsiness may require the admi 
tration of a maior portion of the daily dose at bedtime or a reduction of dosage. DESY 
should be taken shortly after a meal or light snack. Symptomatic relief may be seen during 
first week, with optimal antidepressant effects typically evident within two weeks. Twenty: 
percent of those who respond to DESYREL require more than two weeks (up to four weeks 
drug administration. 

Usual Adult Dosage: 

An initial dose of 150 mg/day in divided doses is suggested. The dose may be increased t 
mg/day every three to four days. The maximum dose for outpatients usually should not exc 
400 mg/day in divided doses. Inpatients (i.e, more severely depressed patients) may be g 
up to but not in excess of 600 mg/day in divided doses. 

Maintenance: 

Dosage during prolonged maintenance therapy should be kept at the lowest effective W 
Once an adequate response has been achieved, dosage may be gradually reduced, 
subsequent adjustment depending on therapeutic response. 

Although there has been no systematic evaluation of the efficacy of DESYREL beyond 
weeks, it is generally recommended that a course of antidepressant drug treatment shouk 
continued for several months. 


HOW SUPPLIED 

DESYREL (trazodone hydrochioride) 

Tabiets, 50 mg — round. orange/scored, film-seaied (imprinted with DESYREL and MJ ° 
NDC 0067-0775-41 Bottles of 100 
NDC 0087-0775-43 Botties of 1000 
NDC 0087-0775-42 Cartons of 100 Unit Doses 

Tablets, 100 mg — round, white/scored, film-seaied (imprinted with DESYREL and MJ i 


NOC 0087-0776-41 Botties of 100 

NOC 0087-0776-43 Bottles of 1000 

NOC 0087-0776-42 Cartons of 100 Unit Doses 
Tablets, 150 mg — orange. in the Dividose*® tabiet design (imprinted with MJ and 778 on t 
"60," 150," "50" on reverse) 


NOC 0087-0778-43 Botties of 100 
NOC 0087-0778-44 Botties of 500 
Tablets, 300 mg — yellow, in the Dividose® tablet design (imprinted with MJ and 796 on f 
"900," "100," 11400" on reverse) 
NOC 0087-0796-41 Bottles of 100 
U.S. Patent No. 4.215, 104 


Store at room temperature. Protect trom temperatures above 104°F (40°C). 
Dispense in tight, light-resistant container (USP) 
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Desyrel Dividose 
trazodone HCl) 


lelps relieve insomnia symptoms 
ssociated with depression 
nd treats the depression 


Unique 300 mg and 150 mg 
Dividose tablets make daily 
dosing flexible and easy 
Maximum dosage is +00 mg/d 
in divided doses for outpatients 
and 600 mg/d in divided doses 
for inpatients. Initial therapy is 
150 mg/d of Desyrel Dividose in 
divided doses. 
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